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Alerting Abstract: WO A2 

NOVELTY - Treating, in a mammal, a tumor which overexpresses an ErbB receptor and does 
not respond, or responds poorly, to treatment with an anti-ErbB antibody, comprising 
administering a conjugate of the antibody with a maytansinoid, is new. 

DESCRIPTION - An INDEPENDENT CLAIM is also included for an article of manufacture 
comprising an anti-ErbB antibody-maytansinoid conjugate in a container, and an insert or label 
indicating the conjugate can treat cancer overexpressing ErbB receptor. 

ACTIVITY - Cytostatic. 

No biological data is given. 

MECHANISM OF ACTION - The antibody conjugates target cytotoxic agents specifically to 
cancerous cells. 

USE - For treating tumors, particularly cancers such as ovarian, stomach, endometrial, salivary 
gland, lung, kidney, colon, colorectal, thyroid, pancreatic, prostate, bladder or most preferably 
breast cancer which overexpresses ErbB2 at a 3+ level (claimed). 
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Technology Focus: 


BIOTECHNOLOGY - Preferred Method: The receptor is ErbBl (EGFR), ErbB2 (HER2), ErbB3 
(HER3) or ErbB4 (HER4). The antibody inhibits growth, or induces cell death or apoptosis, and 
is preferably an anti-ErbB2 antibody. If the cancer is breast cancer overexpressing ErbB2 at a 3+ 
level, the antibody has a biological characteristic of a 4D5 monoclonal antibody, preferably 
binding the same epitope. The antibody may be humanized, preferably huMAb4D5-l, -2, -3, -4, - 
5, -6, -7 or more preferably huMAb4D5-8 (**HERCEPTIN ** (RTM)). The antibody may be an 
antibody fragment such as a Fab fragment. 

ORGANIC CHEMISTRY - Preferred Method: The maytansinoid is maytansine or maytansinol, 
preferably a C-3 ester of maytansinol, or DM1. The antibody and maytansinoid are conjugated 
by a bispecific chemical linker such as N-succinimidyl-4-(2-pyridylthio)propanoate (SPDP) or 
N-succinimidyl-4-(2-pyridylthio)pentanoate (SPP). Alternatively, they are conjugated by an acid 
labile, photolabile, peptide labile, esterase labile, or preferably thioether or more preferably 
disulfide linking group. The conjugate comprises 1-10, preferably 3-5 maytansinoid molecules 
per antibody molecule. When the antibody is an anti-ErbB2 antibody, the method further 
comprises administering a second antibody which binds ErbB2 and blocks the ligand activation 
of the ErbB receptor. The second antibody is conjugated to a cytotoxic agent, preferably a 
maytansinoid. 

International Classification (Main): A61K-039/395, A61K-047/48 (Additional/Secondary): 

A61P-001/00, A61P-011/00, A61P-013/08, A61P-013/10, A61P-013/12, A61P-015/00, A61P- 
035/00, A61P-005/00 


International Patent Classification 


IPC 

Level Value Position Status 

Version 

A01K-0067/027 

A 

I 


R 

20060101 

A61K-003 1/337 

A 

I 

L 

R 

20060101 

A61K-003 1/429 

A 

I 

L 

R 

20060101 

A61K-003 1/437 

A 

I 

L 

R 

20060101 

A61K-003 1/4985 

A 

I 

L 

R 

20060101 

A61K-O03 1/513 

A 

I 

L 

R 

20060101 

A61K-003 1/555 

A 

I 

L 

R 

20060101 

A61K-0033/24 

A 

I 

L 

R 

20060101 

A61K-0039/395 

A 

I 

F 

R 

20060101 

A61K-0039/395 

A 

I 

L 

R 

20060101 

A61K-0045/00 

A 

I 

F 

R 

20060101 

A61K-0047/48 

A 

I 

F 

B 

20060101 


A61K-0047/48 A I 

A61K-0049/00 A I 

A61P-0001/00 A I 

A61P-0011/00 A I 

A61P-0013/08 A I 

A61P-0013/10 A I 

A61P-0013/12 A I 

A61P-0015/00 A I 

A61P-0035/00 A I 

A61P-0043/00 A I 

A61P-0005/00 A I 

C07K-00 16/32 A I 

C12N-0015/85 A I 

A61K-0047/48 A I 

A01K-0067/027 C I 

A61K-003 1/337 C I 

A61K-003 1/429 C I 

A61K-003 1/4353 C I 

A61K-003 1/4985 C I 

A61K-0031/513 C I 

A61K-003 1/555 C I 

A61K-0033/24 C I 

A61K-0039/395 C I 

A61K-0039/395 C I 

A61K-0045/00 C I 

A61K-0047/48 C I 

A61K-0047/48 C I 

A61K-0049/00 C I 

A61P-0001/00 C I 

A61P-0011/00 C I 

A61P-00 13/00 C I 

A61P-0015/00 C I 

A61P-0035/00 C I 



R 

20060101 


R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 


R 

20060101 


R 

20060101 

F 


20060101 


R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

F 

R 

20060101 

L 

R 

20060101 

F 

R 

20060101 

L 

B 

20060101 


R 

20060101 


R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 

L 

R 

20060101 


A61P-0043/00 
A61P-0005/00 
C07K-0016/18 
C12N-00 15/85 
A61K-0047/48 


C I L 

C I L 

C I 

C I 

C I F 


R 20060101 
R 20060101 
R 20060101 
R 20060101 
20060101 


US Classification, Issued: 530388150, 424141100, 800008000, 800009000, 800010000, 
800003000, 435455000, 435463000, 435325000, 435320100, 800018000 

Original Publication Data by Authority 

Austria 

Publication Number: AT 500848 Al (Update 200644 E) 
Publication Date: 20060415 
Assignee: GENENTECH INC; US (GETH) 
Language: DE 

Application: AT 200091 10 A 20000623 (Local application) WO 2000US 17366 A 20000623 
(PCT Application) 

Priority: US 1999141316 P 19990625 
Original IPC: A61K-39/395(A) 
Current IPC: A61K-39/395(A) 

Australia 

Publication Number: AU 200056329 A (Update 200124 E) 
Publication Date: 20010131 
Assignee: GENENTECH INC; US (GETH) 
Language: EN 

Application: AU 200056329 A 20000623 (Local application) 
Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Related Publication: WO 2001000244 A (Based on OPI patent ) 
Current IPC: AO lK-67/027(R,I,M,EP,20060 10 1,20060722, A) A01K- 
67/027(R,I,M,EP,20060101,20060722,C) A61K-39/395(R,I,M,JP,20060101,20051220,A,F) 
A6 1 K-39/395(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,F) A6 lK-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 
A6 1 K-47/48(R,I,M,EP,200601 0 1 ,2005 1 008,C) A6 1 P-1/00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 3/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 3/08(R,I,M,JP,200601 0 1 ,2005 1 220, A,L) A6 1 P-l 3/1 0(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) 
A6 1 P- 1 3/ 1 2(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P-35/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-3 5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) C 1 2N- 1 5/85 (R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 
C 1 2N- 1 5/85(R,I,M,EP,200601 0 1 ,2005 1 008,C) A6 1P-1 5/00(R,I,M,JP,200601 0 1 ,2005 1 220,A,L) 
A61P-15/00(R,I,M,JP,20060101,20051220,C,L)|AU 2005242195 Al (Update 200661 NCE) 


7 


Publication Date: 200601 12 

**Humanized anti-ERBB2 antidbodies and treatment with anti-ERBB2 antibodies** 

Assignee: GENENTECH INC (GETH) 

Inventor: SLIWKOWSKY M ADAMS C W PRESTA L G 

Language: EN 

Application: AU 2005242195 A 20051207 (Local application) 

Priority: AU 2005242 1 95 A 2005 1 207 (Local application) 

Related Publication: AU 784045 A (Division of patent) 

Original IPC: A61K-47/48(B,I,H,AU,20060101,20051220,A,F) 

Current IPC: A61K-47/48(B,I,H,AU,20060 10 1,20051 220, A,F) A61K- 

47/48(B,I,H,AU,20060 101, 2005 1220,C,L)|AU 784157 B2 (Update 200661 E) 

Publication Date: 20060216 

Assignee: GENENTECH INC (GETH) IMMUNOGEN INC (IMMU-N) 
Inventor: ERICKSON S SCHWALL R SLIWKOWSKI M X BLATTLER W A 
Language: EN 

Application: AU 200056329 A 20000623 (Local application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 

Related Publication: WO 2001000244 A (Based on OPI patent ) 

Original IPC: A61K-47/48(B,I,H,AU,20060 101, 20060 101, A,F) 

Current IPC: AO lK-67/027(R,I,M,EP,20060 10 1,20060722, A) A01K- 

67/027(R,I,M,EP,20060101,20060722,C) A61K-39/395(R,I,M,JP,20060101,20051220,A,F) 

A61K-39/395(R,I,M,JP,20060101,20051220,C,F) A61K- 

47/48(B,I,H,AU,20060101,20060101,A,F) A61K-47/48(B,I,H,AU,20060 101, 20060 101,C,L) 
A6 1 P- 1 /00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 1 /00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 3/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 3/08(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 3/1 0(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 3/1 2(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P-35/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) A6 1 P-35/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P-5/00(R,I,M,JP,200601 01 ,2005 1220,A,L) A61P-5/00(R,I,M,JP,200601 01 ,2005 1 220,C,L) 
C 1 2N- 1 5/85(R,LM,EP,20060 1 01 ,2005 1 008,A) C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 

Brazil 

Publication Number: BR 200012196 A (Update 200228 E) 
Publication Date: 20020319 
Assignee: GENENTECH INC (GETH) 
Inventor: ERICKSON S SCHAWALL R 
Language: PT 

Application: BR 200012196 A 20000623 (Local application) WO 2000US 17229 A 20000623 
(PCT Application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 

Related Publication: WO 2001000244 A (Based on OPI patent ) 

Current IPC: A01K-67/027(R,I,M,EP,20060101,20060722 5 A) A01K- 

67/027(R,I,M,EP,20060 1 0 1 ,20060722,C) A6 1 K-3 9/395(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,F) 

A6 1 K-39/395(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,F) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 


8 


A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 P- 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A61P-1/00(R J I,M,JP,20060101,20051220,C,L)A61P-11/00(R,I 5 M,JP,20060101,20051220,A,L) 
A61P-11/00(R,I,M,JP,20060101,20051220,C,L) A61P-13/00(R,I,M,JP,20060 101, 2005 1220,C,L) 
A6 1 P- 1 3/08(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A61 P- 1 3/1 0(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A61P-13/12(R,I,M,JP,20060101,20051220,A,L) A61P-15/00(R,I,M,JP,20060101,20051220,A,L) 
A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-3 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-3 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 
C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 

Switzerland 

Publication Number: CH 694589 A5 (Update 200528 E) 

Publication Date: 20050415 

Assignee: GENENTECH INC (GETH) 

Inventor: SLIWKOWSKI M ADAMS C W PRESTA L G 

Language: DE 

Application: CH 20012367 A 20000623 (Local application) 

Priority: US 1999141316 P 19990625 

Original IPC: C07K-16/32(A) A61K-47/48(B) 

Current IPC: A61K-31/337(R 9 I,M,JP,20060101,20051220,A,L) A61K- 

31/337(R,I,M,JP,20060101,20051220,C,L)A61K-31/429(R,I,M,JP,20060101,20051220,A,L) 

A6 1 K-3 1 /429(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 K- 

31/4353(R,I,M,JP,20060101,20051220,C,L)A61K-31/437(R,I,M,JP,20060101,20051220,A,L) 
A6 1 K-3 1 /4985(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 K- 

31/4985(R J I 5 M,JP,20060101,20051220,C,L)A61K-31/513(R,I,M,JP,20060101,20051220,A,L) 
A61 K-3 1/5 1 3(R,I,M,JP,20060101 ,2005 1220,C,L) A61 K- 

31/555(R,I,M,JP,20060101,20051220,A,L)A61K-31/555(R,I,M,JP,20060101,20051220,C,L) 
A6 1 K-33/24(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 K- 

33/24(R,I,M,JP,200601 01 ,2005 1220,C,L) A61 K-39/395(R,I,M,JP,20060l 01 ,2005 1 220,A,L) 
A6 1 K-39/395(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 K- 

45/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,F) A6 1 K-45/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,F) 
A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) A61 K-47/48(R,I,M,EP,200601 0 1 ,2005 1 008,C) 
A6 1 P-3 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P-3 5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P-43/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) A6 1 P-43/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
C07K-1 6/1 8(R,I,M,EP,20060 1 01 ,2005 1 008,C) C07K- 1 6/32(R,I,M,EP,200601 01 ,2005 1 008,A) 

China 

Publication Number: CN 1387444 A (Update 200324 E) 
Publication Date: 20021225 
Assignee: GENENTECH INC; US (GETH) 
Language: ZH 

Application: CN 200081 1782 A 20000623 (Local application) 
Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Original IPC: A61K-47/48(A) 

Current IPC: AO 1 K-67/027(R,I,M,EP,20060 10 1,20060722, A) A01K- 


9 


67/027(R,I,M,EP,200601 01 ,20060722,C) A6 1 K-39/395(R,I,M,JP,20060 1 0 1 ,2005 1 220,A,F) 
A6 1 K-39/395(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,F) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 
A61K-47/48(R,I,M,EP,20060101,20051008,C) A61P-1/00(R,I,M,JP,20060 10 1,20051 220, A,L) 
A61P-1/00(R,I,M,JP 5 20060101,20051220,C,L)A61P-11/00(R,I,M,JP,20060101,20051220,A,L) 
A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 3/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 3/08(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) A6 1 P- 1 3/1 0(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 3/1 2(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-3 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-35/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 
C 1 2N-1 5/85(R,I,M,EP,20060 1 01 ,2005 1 008,C) 

European Patent Office 

Publication Number: EP 1191944 A2 (Update 200230 E) 
Publication Date: 20020403 

**METHODEN ZUR BEHANDLUNG UNTER VERWENDUNG VON ERB ANTIBODY- 
MA YNTASINOID KONJUGATE METHODS OF TREATMENT USING ANTI-ErbB 
ANTIBODY-MA YTANSINOID CONJUGATES TECHNIQUES DE TRAITEMENT 
UTILISANT DES CONJUGUES MAYTANSINOIDES-ANTICORPS ANTI-ERBB** 
Assignee: Genentech, Inc., 1 DNA Way, South San Francisco, CA 94080-4990, US (GETH) 
IMMUNOGEN INC (IMMU-N) 

Inventor: ERICKSON, Sharon, 970 Vista Road, Hillsborough, CA 94010, US SCHWALL, 
Ralph, 400 Griffen Avenue, Pacifica, CA 94044, US SLIWKOWSKI, Mark, X., 42 Oak Creek 
Lane, San Carlos, CA 94070, US 

Agent: Denison, Christopher Marcus, Mewburn Ellis, York House, 23 Kingsway, London 
WC2B 6HP, GB 
Language: EN 

Application: EP 2000941649 A 20000623 (Local application) WO 2000US17229 A 20000623 
(PCT Application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Related Publication: WO 2001000244 A (Based on OPI patent ) 

Designated States: (Regional Original) AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI 
LT LU LV MC MK NL PT RO SE SI 
Original IPC: A61K-47/48(A) 

Current IPC: AO lK-67/027(R,I,M,EP,20060 10 1,20060722, A) A01K- 
67/027(R,I,M,EP,20060 1 0 1 ,20060722,C) A6 1 K-39/395(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,F) 
A61K-39/395(R,I,M,JP,20060101,20051220,C,F) A61K-47/48(R,I,M,EP,20060101,20051008,A) 
A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 P- 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-l /00(R,I,M, JP,200601 0 1 ,2005 1 220,C,L) A61 P- 1 1 /00(R,I,M,JP,200601 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 3/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 3/08(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 3/1 0(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) 
A6 1 P- 1 3/1 2(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,A,L) 
A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-3 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) 
A6 1 P-35/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-5/00(R,I,M,JP,200601 0 1 ,2005 1 220,A,L) 
A6 1 P-5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 
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C 1 2N- 1 5/85(R,I,M,EP,200601 01 ,2005 1 008,C) 

Original Abstract: The application concerns methods of treatment using anti-ErbB receptor 
antibody-maytansinoid conjugates, and articles of manufacture suitable for use in such methods. 
In particular, the invention concerns ErbB receptor-directed cancer therapies, using anti-ErbB 
receptor antibody-maytansinoid conjugates. 

Hungary 

Publication Number: HU 200201616 A2 (Update 200264 E) 

Publication Date: 20020828 

Assignee: GENENTECH INC (GETH) 

Inventor: ERICKSON S SCHWALL R SLIWKOWSKI M X 

Language: HU 

Application: WO 2000US 17229 A 20000623 (PCT Application) HU 20021616 A 20000623 
(Local application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Related Publication: WO 2001000244 A (Based on OPI patent ) 
Original IPC: A61K-47/48(A) 

Current IPC: A01K-67/027(R,I,M,EP,20060101,20060722,A) A61K- 
39/395(R,I,M,JP,20060101,20051220,A,F)A61K-39/395(R,I,M 5 JP,20060101,20051220,C,F) 
A61K-47/48(R,I,M,EP 3 20060101,20051008,A)A61K-47/48(R,I,M,EP,20060101,20051008,C) 
A61P-1/00(R,I,M,JP,20060101,20051220 5 A,L)A61P-1/00(R,I,M,JP,20060101,20051220,C,L) 
A61P-1 1/00(R,I,M,JP,20060101,20051220,A,L) A61P-1 1 /00(R,I,M,JP,20060 101, 2005 1220,C,L) 
A61P-13/00(R,I,M,JP 5 20060101,20051220,C,L) A61P-13/08(R,I,M,JP,20060101,20051220,A,L) 
A61P-13/10(R,I,M,JP,20060101,20051220,A,L) A61P-13/12(R,I,M,JP,20060101,20051220,A,L) 
A61P-15/00(R,I,M,JP,20060101,20051220 3 A,L) A61P-15/00(R,I,M,JP,20060 101, 2005 1220,C,L) 
A61P-35/00(R,I,M,JP,20060101,20051220,A,L) A61P-35/00(R,I,M,JP,20060 101, 2005 1220,C,L) 
A61P-5/00(R,I,M,JP,20060101,20051220,C,L)C12N-15/85(R,I,M,EP,20060101,20051008,A) 
C12N-15/85(R,I,M,EP,20060101,20051008,C)A01K-67/027(R,I,M 5 EP,20060101,20060722,C) 
A61P-5/00(R,LM,JP,20060101,20051220,A,L) 

Israel 

Publication Number: IL 147241 A (Update 200713 E) 
Publication Date: 20061210 
Assignee: GENENTECH INC (GETH) 

Inventor: ERICKSON S SCHWALL R SLIWKOWSKI M BLATTLER W A 
Language: EN 

Application: IL 147241 A 20000623 (Local application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 

Related Publication: WO 2001000244 A (Based on OPI patent ) 

Original IPC: A61K-47/48(I,IL,20060101,A,F) A61K-47/48(I,M,98,20060101,C,F) 

Current IPC: A61K-47/48(I,IL,20060101,A,F) A61K-47/48(I,M,98,20060101,C,F) 

Japan 

Publication Number: JP 2003503365 W (Update 200309 E) 
Publication Date: 20030128 
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Language: J A (130 pages) 

Application: WO 2000US17229 A 20000623 (PCT Application) JP 2001505951 A 20000623 
(Local application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Related Publication: WO 2001000244 A (Based on OPI patent ) 

Original IPC: A61K-39/395(A) A61P-1/00(B) A61P-5/00(B) A61P-11/00(B) A61P-13/08(B) 
A61P-13/10(B) A61P-13/12(B) A61P-15/00(B) A61P-35/00(B) 

Current IPC: A61K-39/395(A) A61P-1/00(B) A61P-11/00(B) A61P-13/08(B) A61P-13/10(B) 
A61P-13/12(B) A61P-15/00(B) A61P-35/00(B) A61P-5/00(B) 

Republic of Korea 

Publication Number: KR 2002012292 A (Update 200257 E) 
Publication Date: 20020215 
Assignee: GENENTECH INC (GETH) 
Language: KO 

Application: KR 2001716486 A 2001 1222 (Local application) 
Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Original IPC: A61K-47/48(A) A61K-47/48(A) 

Current IPC: A61K-47/48(A) A61K-47/48(A)|KR 2002068264 A (Update 200309 E) 
Publication Date: 20020827 
Assignee: GENENTECH INC (GETH) 
Language: KO 

Application: KR 2001716490 A 2001 1222 (Local application) 
Priority: US 1999141316 P 19990625 
Original IPC: A61K-39/395(A) 
Current IPC: A61K-39/395(A) 

Mexico 

Publication Number: MX 2001013240 Al (Update 200366 E) 
Publication Date: 20030701 
Assignee: GENENTECH INC (GETH) 
Inventor: SCHWALL R ERICKSON S 
Language: ES 

Application: WO 2000US 17229 A 20000623 (PCT Application) MX 2001 13240 A 2001 1218 
(Local application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 
Related Publication: WO 2001000244 A (Based on OPI patent ) 
Original IPC: A61K-47/48(A) 

Current IPC: AO lK-67/027(R,I,M,EP,20060 10 1,20060722, A) A01K- 
67/027(R,I,M,EP,20060 1 0 1 ,20060722,C) A6 1 K-39/3 95(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,F) 
A6 1 K-39/3 95(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,F) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 
A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 P- 1 /00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C ,L) A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 3/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 3/08(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 3/1 0(R,I,M,JP,20060 1 0 1 ,2005 1 220,A,L) 
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A6 1 P- 1 3/ 1 2(R 5 I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-l 5/00(R,I,M,JP,200601 0 1 ,2005 1 220,C,L) A6 1 P-35/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) 
A6 1 P-3 5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-5/00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-5/00(R,I,M,JP,200601 01 ,2005 1 220,C,L) C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 
C 1 2N- 1 5/85(R,I,M,EP,200601 01 ,2005 1 008,C) 

New Zealand 

Publication Number: NZ 515975 A (Update 200414 E) 
Publication Date: 20040130 

Assignee: GENENTECH INC (GETH) IMMUNOGEN INC (IMMU-N) 
Inventor: ERICKSON S SCHWALL R SLIWKOWSKLM BLATTLER W A 
Language: EN 

Application: NZ 515975 A 20000623 (Local application) WO 2000US 17229 A 20000623 (PCT 
Application) 

Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 

Related Publication: NZ 528840 A (Future Division patent) WO 2001000244 A (Based on OPI 
patent ) 

Original IPC: A61K-47/48(A) A61K-31/5365(B) A61K-39/395(B) A61P-35/00(B) 
Current IPC: A61K-47/48(RJ,M,EP,20060101,20051008,A) A61K- 

47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C 1 2N- 1 5/85(R,I,M,EP,20060 1 01 ,2005 1 008,A) C 1 2N- 
1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 

United States 

Publication Number: US 20050208043 Al (Update 200563 E) 
Publication Date: 20050922 

"""Humanized anti-ErbB2 antibodies and treatment with anti-ErbB2 antibodies** 
Assignee: Genentech, Inc., US (GETH) Adams, Camellia W., Mountain View, CA, US 
Residence: US Nationality: US Presta, Leonard G., San Francisco, CA, US Residence: US 
Nationality: US Sliwkowski, Mark, San Carlos, CA, US Residence: US Nationality: US 
Inventor: Adams, Camellia W., Mountain View, CA, US Residence: US Nationality: US Presta, 
Leonard G., San Francisco, CA, US Residence: US Nationality: US Sliwkowski, Mark, San 
Carlos, CA, US Residence: US Nationality: US 

Agent: GENENTECH, INC., 1 DNA WAY, SOUTH SAN FRANCISCO, CA, US 
Language: EN 

Application: US 1999141316 P 19990625 (Related to Provisional) US 2000602812 A 20000623 

(Division of application) US 200544749 A 20050127 (Local application) 

Original IPC: A61K-39/395(A) C07K-16/44(B) 

Current IPC: A61K-47/48(R,I,M,EP,20060 10 1,2005 1008, A) A61K- 

47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) C07K- 1 6/1 8(R,I,M,EP,20060 1 01 ,2005 1 008,C) C07K- 

1 6/32(R,I,M,EP,20060 1 0 1 ,2005 1 008,A) 

Original US Class (secondary): 530388.15 424141.1 

Original Abstract: The present application describes humanized anti-ErbB2 antibodies and 
methods for treating cancer with anti-ErbB2 antibodies, such as humanized anti-ErbB2 
antibodies. 

Claim: !.**!**. An article of manufacture comprising a container and a composit ion contained 
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therein, wherein the composition comprises an antibody wh ich binds ErbB2, and further 
comprising a package insert indicating tha t the composition can be used to treat cancer which 
expresses epidermal growth factor receptor (EGFR).|US 6632979 B2 (Update 200368 E) 
Publica tion Date: 20031014 
**Rodent HER2 tumor model** 

Assignee: Genentech, In c, South San Francisco, CA, US (GETH) 

Inventor: Erickson, Sharon, Hill sborough, CA, US King, Kathleen, Pacifica, CA, US Schwall, 
Ralph, Pacifica, CA, US 

Agent: Dreger, Esq., Ginger R., US Heller Ehrman White McA uliffe LLP, US 
Language: EN 

Application: US 2000189844 P 20000316 (Rela ted to Provisional) US 200181 1 1 15 A 20010316 
(Local application) 

Origin al IPC: A01K-67/027(A) A01K-67/033(B) C12N-15/00(B) C12N-15/63(B) G01N- 
33/00(B) 

Current IPC: A01K-67/027(R,I,M,EP,20060101,20060722,A) A01K-67 
/027(R,I,M,EP,20060101,20060722,C) A61K-49/00(R,I,M,EP,20060 10 1,2005 100 8,A) A61K- 
49/00(R,I,M,EP,20060 101, 2005 1008,C) C12N-15/85(R,I,M,EP,20060 101,2005 1008, A) C12N- 
1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 
♦ Original US CI ass (secondary): 8008 8009 80010 8003 435455 435463 435325 435320.1 800 
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Original Abstract: The invention concerns HER**2**-transgenic non-hu man mammals, animal 
models for screening drug candidates for the treatm ent of diseases and disorders associated with 
the overexpression of HER **2**. In particular, the invention concerns animal models designed 
to test drug candidates for the treatment of HER**2**-overexpressing cance rs, including breast 
cancer, that are not responding or poorly respondi ng to current treatments. 
Claim: What is claimed is: 1.1. A transgenic mouse that produces in its mammary gland cells 
detectab le levels of a native human HER2 protein, wherein said transgenic mouse has stably 
integrated into its genome a nucleic acid sequence encoding a native human HER2 protein, 
operably linked to transcriptional regula tory sequences directing its expression to the mammary 
gland, and devel ops a mammary tumor that, when transplanted into a suitable rodent reci pient, 
develops into a tumor that does not respond or responds poorly t o anti-HER2 antibody treatment 

WIPO 

Publication Number: WO 2001000244 A2 (Update 200107 B) 
Publication Date: 20010104 

** METHODS OF TREATMENT USING ANTI-ErbB ANTIBODY-MA YTANSINOID 
CONJUGATES TECHNIQUES DE TRAITEMENT UTILISANT DES CONJUGUES 
MAYTANSINOIDES-ANTICORPS ANTI-ERBB** 

Assignee: -(except US)- GENENTECH, INC., 1 DNA Way, South San Francisco, CA 94080, 
US Residence: US Nationality: US (GETH) -(only US)- ERICKSON, Sharon, 970 Vista Road, 
Hillsborough, CA 94010, US Residence: US Nationality: US -(only US)- SCHWALL, Ralph, 
400 Griffen Avenue, Pacifica, CA 94044, US Residence: US Nationality: US 
Inventor: ERICKSON, Sharon, 970 Vista Road, Hillsborough, CA 94010, US Residence: US 
Nationality: US SCHWALL, Ralph, 400 Griffen Avenue, Pacifica, CA 94044, US Residence: 
US Nationality: US 
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t 


Agent: ALTMAN, Daniel, E., Knobbe, Martens, Olson and Bear, LLP, 16th Floor, 620 Newport 
Center Drive, Newport Beach, CA 92660, US 
Language: EN (91 pages, 7 drawings) 

Application: WO 2000US 17229 A 20000623 (Local application) 
Priority: US 1999141316 P 19990625 US 2000189844 P 20000316 

Designated States: (National Original) AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA 
CH CN CR CU CZ DE DK DM DZ EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE 
KG KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MN MW MX MZ NO NZ PL PT 
RO RU SD SE SG SI SK SL TJ TM TR TT TZ UA UG US UZ VN YU ZA ZW (Regional 
Original) AT BE CH C Y DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW MZ 
NL OA PT SD SE SL SZ TZ UG ZW 
Original IPC: A61K-47/48(A) 

Current IPC: AO lK-67/027(R,I,M,EP,20060 10 1,20060722, A) A01K- 
67/027(R,I,M,EP,20060101,20060722,C) A61K-39/395(R,I,M,JP,20060101,20051220,A,F) 
A6 1 K-39/395(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,F) A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008, A) 
A6 1 K-47/48(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) A6 1 P- 1/00(R,I,M,JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 1 /00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 1 /00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P- 1 3/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) 
A6 1 P- 1 3/08(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 3/1 0(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P- 1 3/ 1 2(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) A6 1 P- 1 5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) 
A6 1 P- 1 5/00(R,I,M, JP ,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-35/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A6 1 P-35/00(R,I,M,JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 P-5/00(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A61P-5/00(R,I,M,JP,20060101,20051220,C,L)C12N-15/85(R,I,M,EP,20060101 5 20051008,A) 
C 1 2N- 1 5/85(R,I,M,EP,20060 1 0 1 ,2005 1 008,C) 

Original Abstract: The application concerns methods of treatment using anti-ErbB receptor 
antibody-maytansinoid conjugates, and articles of manufacture suitable for use in such methods. 
In particular, the invention concerns ErbB receptor-directed cancer therapies, using anti-ErbB 
receptor antibody-maytansinoid conjugates. La presente invention conceme des techniques de 
traitement utilisant des conjugues maytansinoides-anticorps anti ErbB, et des articles 
manufactures convenant pour ces techniques. Cette invention concerne en particulier des 
therapies contre le cancer dirigees sur les recepteurs ErbB, par utilisation de conjugues 
maytansinoides-anticorps anti-recepteurs ErbB. 

South Africa 

Publication Number: ZA 200109786 A (Update 200321 NCE) 

Publication Date: 20030226 

Assignee: GENENTECH INC (GETH) 

Inventor: ERICKSON S SCHWALL R SLIWKOWSKI M X 

Language: EN (132 pages) 

Application: ZA 20019786 A 2001 1 128 (Local application) 

Priority: US 1999141316 P 19990625 ZA 20019786 A 2001 1 128 (Local application) 
Original IPC: A61K(A) 

Current IPC: A61K-31/337(R,I,M,JP,20060101,20051220,A,L) A61K- 

31/33 7(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 K-3 1 /429(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 

A6 1 K-3 1 /429(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 K- 
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3 1/4353(R,I,M,JP,20060101 ,2005 1220,C,L) A61K-3 1/437(R,I,M,JP,20060101 ,2005 1220,A,L) 
A6 1 K-3 1 /4985(R,I,M, JP,20060 1 0 1 ,2005 1 220,A,L) A6 1 K- 

31/4985(R,I,M,JP,20060101,20051220,C,L)A61K-31/513(R,I,M,JP,20060101,20051220,A,L) 
A6 1 K-3 1 /5 1 3 (R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 K- 

31/555(R,I,M,JP,20060101,20051220,A,L) A61K-31/555(R,I,M,JP,20060101,20051220,C,L) 
A61K-33/24(R,I,M,JP,20060101,20051220,A,L) A61K- 

33/24(R,I,M, JP,20060 1 0 1 ,2005 1 220,C,L) A6 1 K-39/395(R,I,M, JP,20060 1 0 1 ,2005 1 220, A,L) 
A61K-39/395(R,I,M,JP,20060101,20051220,C,L)A61K- 

45/00(R,I,M,JP 5 20060101,20051220,A,F)A61K-45/00(R,I,M,JP,20060101,20051220,C,F) 
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w>B*mmiT (jp) 02) & ^ iff |f & ^ (a) (ummmsmm 
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(P2003-503365A) 

(43)&S B ¥J*15^ 1 £28 0 (2003. 1 . 28) 


©DlntCl. 7 
A6 1K 39/395 

A 6 1 P 1/00 
5/00 
11/00 


F I 

A 6 1 K 39/395 

A 6 1 P 1/00 
5/00 
11/00 


T 4C085 
E 


(£130H) ft*HKtt< 


(2ome## 

#82001 -50595K P2001 -505951) 

(71) tHiSA 


(86) (22)fflgiB 

¥$124p 6 n 23 B (2000. 6. 23) 


GENENTECH, INC. 

(85)«f«tSfflB 

Wtl3*R2£25B (2001. 12.25) 


7;* U *-&3fcB# U 7^r:7 • 94080- 

(86)BBfHB#*J 

PCT/US00/17 229 


4990 • -tf-tf X • tr> • 79>i/X3 • x-f 

(87)HK&M#^ 

WOO 1/0 00244 


• «?x-f • 1 

(87)B«&I8B 

™3<P1^4B(2001. 1.4) 


460 Point San Bruno 

(31)fl8fc«£W* 

6 0/1 4 1, 3 16 


Blvd. , South San Fra 

(32)«5fcB 

1^ 6 ^ 25 B (1999. 6. 25) 


nclsco, California 

(33)«$tetS£©S 

*H (US) 


94080 USA 

(31)«5ttfc£3g## 

6 0/1 8 9, 844 

(72)589*t 


(32)ff5fcB 

¥/£l24p3£16B(2000.3.16) 


7* U*-&*B94010* U t 

<33)flBHt££g 

m (us) 

(74)ftJ!A 

;i/Xn-n^, tfx* • n-H970# 

#a± am pn*> 


(54) BBWOfciftfl tt-ErbBttfc-ji-ra^W-f P*^*JI!WblM#!fc 


(57) [gift] 

*WiSttfit-E r bBS§M#-^<^>->y^ Kg 


9> a sJ< K*ft#««W&. ErbB 


(2) f#g?2 0 0 3-5 0 3 3 6 5 

umm i ] e r b b ^mwvmmmc & o x^mm en, tft- e r 

3MTOMtt73?£TOoT, ffi-E r b BJatt^-f^yvV-f F (may tans inoi 

[11^3] ^ErbBSSfttfErbBKEGFRX E r b B 2 (H 
E R 2\ E r bB3(HER3)feJ:tfE r b B 4 (H E R 4)frt>J&%ffifrt>m 

mutm 4 1 mi- e r b b ^mmmmmm^& % , mm, 3 \z%m 

[||*®6] W3fi— E r b BirCWT^h-^X^M-r^,, |$|3t 

Itmm 7 ] MJrtf#tf*rC- E r b B 2 m*?& 3 , If im 3 ^IBit^^a 

o 

[if*^9] ^^?L^, mm, ^-gftmrn, mmmm. mm. 

1] fglUStf E r b B 2%ls^l2+&±.r>]&m%mt%, If 

^ 1 0 icmm<Djjm 0 

Itmm 1 2 ] g#US ErbB2^M;l/3+ t*j@*j^-t & . 
1 1 iaEio^iio 

3, if >m 1 2 tctEiico^o 


(3) ^2 0 0 3-5 0 3 3 6 5 

[MM 15] mitofftStn— ^/Mnf*4D5(ATCC CRL 1 
0 4 6 3)^^, Hi^® 1 3 \CadM<DJS&o 

1 6] W&foft*- MfcSnTVS. tmM 1 3 tfBicW&o 

[H*|17] ^#^Hhfb^huMAb4D5-K huMAb4 
D5-2, huMAb4D5-3, huMAb4D5-4, huMAb 4D5- 
5, huMAb4D5-6, h u M A b 4 D 5 - 7 fccfctfh u M A b 4 D 5 - 8 
(HERCEPT I N(SSiSS))*^figSP^e»S^?nS, IfMU 6JCE« 

[fit^l 8] i^tttffc MfcffitthuMAb 4D5-8CHERCEP 

t i N(ggra»)-cfcs, it^i 7tia«o^o 

[IM^ 1 9 ] Mffitttf JattBrJt S , If « 3 tciEfcO^&o 

[|f « 2 0 ] mWmftft F a b $tK"?£ S , If 1 9 £f2fc<TO& 


[if^2 2] m 

[§t#E2 3] IS 

If 3 tcIgi|l£<D7}?£o 


-;K-3xXf;l/T 


[im^2 5] mt^zyisyj rt>m 1 tc^ns dm i if^ 

*M2 4tCl2fc<OT?£o 

[IS^iju 7] Mfi:^'jy^-^N-x^s/>-r^> > >-4-(2-hi 0 u 

v-Vl/f-^") 7°0 / V X- h ( S P D P ) 3: tc « N - X ? 5 v7l/ - 4 - ( 2 - \t 
U h ( S P P)T&S, IIM2 6 ^!2fc<D#& 0 


(4) ^2 0 0 3-5 0 3 3 6 5 

#E 2 8 CiBSg©7?So 

So 

itmm i ] ^g^a^f* i #?^fcD i i o^^^y^y 

[If ^3 2] ^I^^^l^?^^D^]3~^5»^-r^>^y 
[MM 3 3] E r b B 2 £ j££ U E r b B &®fo<D V fty Yffl&ftfc 

So 

IMMrn 3 4] 2 ©Wt / * n — f 2 C 4 $ ti t: F ffc 2 

C4£^f«, lf^3 3^IB»^So 

1113 5] mm2<D^mmmmm^ntm^mt^rir^^, m 
m$.m 6] mmmmm®wm*-c$y^;-( kt*&*, i^S3 5 

[|ff^3 7] trt — E r b B#L*fc-^*>->/^ F*g-£#£#*Tt£ffl 

mm&3 8] wmt-zmttit^AsbK mim^we r b b z%mw<o 
iM3 7 Ktmtom&o 


(5) #112 0 0 3-5 0 3 3 6 5 

umm 4 o ] mm& e r b b 2 %m*% i^v 2 +u±'?mmm? & 

Itmm 4 1] Ii^ErbB2 %MW?t 3 + IS^M^Mt 


(6) 1$g 2003-503365 

[0 0 0 1] 

*mil*. ta— E r bB^f*m^-^-r^>^/^F(raaytansinoid)^^ 
[0 0 0 2] 

^ yv'yttlM77 'J i](DfiWf ? X • -fe-5^(Maytenus serrat 
a^mit^ftfcOKIl^fFlt 3,896,lll)o #^T\ 

■rsiifc^B^nrcC^B^fFig 4,151,042)0 ^^^^y-yy-^^xs^ 
<<&yi/y—)\/7i-u?i^ Mz-is^mm^wu, 137,230; 4,248,870; 4,256,74 

61 4,260,608; 4,265,814; 4,294,757; 4,307,016; 4,308,268; 4,308,269; 4,3 
09,428; 4,313,946; 4,315,929; 4,317,821; 4,322,348; 4,331,598; 4,361,650 
; 4,364,866; 4,424,219; 4,450,254; 4,362,663 43«fctf 4,371 ,533 K fBfc 3ft 

[0 0 0 3] 

y-f$yyy&z?y^$yyy-{ \ t im^Mtimm&*Gt%i)\ mfemKts 

■oTimKftm-snx^Zo *j zy^yyzffl^rcv&mumtt, ^mnu^x 

UWM&KMlzmttmBW<Drcto*mznTWcasse\ et al., Can. Trtm 
nt. Rev. 5:199-207 (1978)) 0 
[0 0 0 4] 

2. ^m^U^yy^i— -tf<PE r bB77^U-feJ;^-E rbBtfift 
ggffc^o tfcDE r b B77^'J-CD^>^-^W^ SMfcfe 


(7) #£2 0 0 3-5 0 3 3 6 5 

neu 

tt(E G F R£fcteE r b B 1 \ HER2(E r bB2f fettp 1 8 5 X H 
E R 3 (E r bB3)fcJ:tfHER4(E r b B 4 S ti tyro 2 )*^Tt? 4 0©S% 

[0 0 0 5] 

neu 

p 1 8 5 Mt^mmmznrcyv hvftumamn&i&Qh^yxy* 

ft, ^^MlcH^-r^CSlamon et al., Science, 235:177-182 (1987); Slamo 
n et al., Science, 244:707-712 (1989); 43<fctf #g#ff® 4,968,603) o C 
n^T\ neuJfiMa^CfeltS^^Slc^Lfc^^sti, t VMM 

\L-D^X\m^ftT^r^\ E r b B 2(Dmffl£Mmm?teft^t>mm%m 

fc?mmK&2>)i$^, ^gftm. mmm, m, mwu ran, &m&& 
xfmm<Dmm*&ts. ^(oimmmic^x^mm^n^o King 

et al., Science, 229:974 (1985); Yokota et al., Lancet: 1 : 765-767 (1986 
); Fukushigi et al., Mol Cell Biol., 6:955-958 (1986); Geurin et al., On 
cogene Res., 3:21-31 (1988); Cohen et al., Oncogene, 4:81-88 (1989); Yon 
emura et al., Cancer Res., 51 : 1034 (1991); Borst et al., Gynecol. Oncol 
., 38:364 (1990); Weiner et al., Cancer Res., 50:421-425 (1990); Kern et 

al., Cancer Res., 50:5184 (1990); Park et al., Cancer Res., 49:6605 (19 
89); Zhau et al., Mol. Carcinog., 3:354-357 (1990); Aasland et al. Br. J 
. Cancer 57:358-363 (1988); Williams et al. Pathobiology 59:46-52 (1991) 
; fe<fct>* McCann et al., Cancer, 65:88-92 (1990) £#88© £ to E r b B 2 
im&mmc$5^TmmnM-£ftWZ>(G\i et al. Cancer Lett. 99:185-9 (1996 
); Ross et al. Hum. Pathol. 28:827-33 (1997); Ross et al. Cancer 79:2162 
-70 (1997); fc.fctf Sadasivan et al. J. Urol. 150:126-31 (1993)) 0 JftfigW 
K^Ui/yZV yWc$Z> E r b B 2^§{*£n- K"f 5 E r b B zmMttrV 
X°?7^7,mt, 2000*F4£ 130 K^m^ftfz P C T&$8 WO 00/20579 til 1^2 
tlTV^o X^^X^IC ioT3- F^nS e r b B 2*y>Wg\t, 2 


(8) #g 2003-503365 

^<Di/7sT4y J BMbM&*s7sT'(y'%gn*1b%> 1 6 7^/^(CVDLDDKGCPAE0RA 
S)(D-fyyU-L,(in frame) 3 o 

[0 0 0 6] 

neu 

77bpl85 *5£tfti hE r b B 2*yWM.mWl*im£tZ>ffi** 

neu 

feitf 3o vu-vytwmm&^v vneuMfcTMtop 1 8 5 \mt%>m,w 

^rS^LfCo $J*-&\ Drebin et al., Cell 41 : 695-706 (1985); Myers et al. 
, Meth. Enzym. 198: 277-290 (1991) fe«ttf WO 94/22478. Drebin et al£# 
m<DZ.ho Oncogene 2:273-277 (1988)14, ISH^LTp 1 8 5 <D20<DM& 

l^&o 1998^10^ 200 Ktt^nfc^SlffrlB 5,824,311 i t#MOC < i: 0 
[0 0 0 7] 

«*®1£®£*rf 3ffi0$i-E r bB2tnfls«\ Tagliabue et al. Int. J. C 
ancer 47:933-937 (1991); McKenzie et al. Oncogene 4:543-548 (1989); Maie 
r et al. Cancer Res. 51:5361-5369 (1991); Bacus et al. Molecular Carcino 
genesis 3:350-362 (1990); Stancovski et al. PNAS (USA) 88:8691-8695 (199 
1); Bacus et al. Cancer Research 52:2580-2589 (1992); Xu et al. Int. J. 
Cancer 53:401-408 (1993); WO 94/00136; Kasprzyk et al. Cancer Research 5 
2:2771-2776 (1992); Hancock et al. Cancer Res. 51:4575-4580 (1991); Shaw 
ver et al. Cancer Res. 54:1367-1373 (1994); Arteaga et al. Cancer Res. 5 
4:3758-3765 (1994); Harwerth et al . J. Biol. Chem. 267:15160-15167 (1992 
);3^®#f^ 5,783,186; fccfctf Klapper et al. Oncogene 14:2099-2109 (199 
7)£fEi&£ftTl/^o 
[0 0 0 8] 

Hudziak et al., Mol. Cell. Biol. 9(3): 1165-1172 (1989) tli, tMLi 
»SK-B r -3%m^ZtVW$ktttft>ftfctfi-E r bB 2tf,fo<Drt* 

jKDmxmmzftT^&o trnzmMLtcmc, sK-Br-3»w 


(9) #^2003-503365 

$ k> m^n^r^ummmmm^w^rco c <d$lw 4D5«tnf -commm 
mwmztthT, e r b b 2 *m&5m?z>%i&mfm*&ft?&c ttf-zzic 

dziak et a\KWffii?£ tlfctii- E r b B 2jft#teu Fendly et al. Cancer Resear 
ch 50:1550-1558 (1990); Kotts et al. In Vitro 26(3) :59A (1990); Sarup et 

al. Growth Regulation 1:72-82 (1991); Shepard et al. J. Clin. Immunol. 
11 (3): 117-127 (1991); Kumar et al. Mol. Cell. Biol. 1 1 (2) : 979-986 (1991) 
; Lewis et al. Cancer Immunol. Immunother. 37:255-263 (1993); Pietras et 

al. Oncogene 9:1829-1838 (1994); Vitetta et al. Cancer Research 54:5301 
-5309 (1994); Sliwkowski et al. J. Biol. Chem. 269(20) : 14661-14665 (1994 
); Scott et al. J. Biol. Chem. 266:14300-5 (1991); D'souza et al. Proc. 
Natl. Acad. Sci. 91:7202-7206 (1994); Lewis et al. Cancer Research 56:14 
57-1465 (1996); fe«kt5 Schaefer et al. Oncogene 15:1385-1394 (1997)lCfe 

[0 0 0 9] 

■^X^/^n-^l/irtHE R 2tn!^ttHE R 2*lx^;l/2 3 

mmt?z&i&mfflfc<DMm*mm'?zi3\ rau'WCH e r 2 ^mt^mm 

t&Stt^Tj^&t^Lewis et al., Cancer Immunol. Immunother. (1993)) Q £ 
(DWmiC%-3%, tntf*4 D 5£H MfcLfc (Carter et al., Proc. Natl. Acad. 
Sci. USA 89:4285-4289 (1992)) D H E R C E P T I N(f|jSI) tffrt&MY 
itrt—Vm XhuMAb4D5-8, rhuMAb HER2, *H#frgI 5,821,337)*, HSltfH 

®?Lfc(Baselga et al., J. Clin. Oncol. 14:737-744 (1996)); Cobleigh et a 
1., J. Clin. Oncol. 17: 2639-2648 (1999)) Q COUIfclCfe^T, fc\t>T^<DB 
#fc*U"W3+T?HE R 2%$mLT^rct>\ -gB#& 2 +J®lT:"&o fc 0 HE 

r c e p t i n cmmm) n 1 5 %<om%icffim±<Dj&m4 %e>n#«s££& 

9. 1 ijBT'&ifcCtimAl-oT^rco HE R C E P T I N(g0Mg)«, IS 


(10) ^2 0 0 3-5 0 3 3 6 5 

m&E r b b 2 $y^?m%mmftM?%fc&mim%m^T^%mm<Dfemc 

•QV^T, 1998¥9£25BlC#i&teJ:a9lftlS#(the Food and Drug Administrate 
[0 0 10] 

**:Ui/-7,ZV--yinz&<0, 3SHi:l/Tfl&©2 0©E rbB»7 7 
; E r b B 3 OKHIffF^ 5,183,884 5,480,968 MX$K 

Kraus et al. PNAS(USA) 86:9193-9197 (1989)) }3«fctf E r bB 4 (»l#fr 
fflRg^ 599,274; Plowman et al., Proc. Natl. Acad. Sci. USA, 90:1746-1750 
(1993); *5£tf Plowman et al., Nature, 366:473-475 (1993))tt|S|— 

[0 0 1 1] 

3. * << z yisy << v-ffim&fo 

jfemimttmLk? £lt, *j zyi/yto&TSt^ zyy y ^ Y^mmm 

t*. wmfymm^w, 5,208,020; 5,416,064 &&x$ w.mm% ep 0 425 235 b 
Hc&^TP^2nTi^(£0£i^ 

n&) 0 Liu et al., Proc. Natl. Acad. Sci. USA 93:8618-8623 (1996) 

\l hmmum^mmtLr^ey zu—r^mwc 2 4 2\cm&i<ntc, dm 1 

VgfeffiM\Cl&^T$iMti6ft;&%ziLfco Chari et al. Cancer Research 52:127- 
131 (1992)£H\ Kh±mmmfflk±<DtmK&G?Z^?X%i#A7, t/*c« 
HER-2/neumMfc¥*fflft?&m<DV?7>*y?u-i-)ViriWTA. 1 lei? 

Tl^o ^>E>ot\ l»^/cD 3X 1 0 J OHER-2^SiriM^5gIl-r^ 
11 MUslEKfcS K-B r-3£OV>T\ T A. 1 -y^y^/^" F*Il=rt*£>!! 

Mi^M^L/co ci© K5«y ^m^^mmy-^zy^y^ mimnitzm 


(11) #H 2003-503365 

[0 0 12] 

jmmvwkvm&fem^rc e r b b 2*jgii^3i-rsiLJsa#oiaBtH 

E R C E P T I N(^i&^}M8im?&Sfc LTfc, HKWfcClO&HOfcJ; 
^85 %OE#«H E R C E P T I N(^j8^®§£ttbT]SgL&^j&\ JS 
^tftt§§"T?£S rfJiflM (marketing approval)fuOI^/*M®^:Jol>T, 

MbfcV^^ncDS^tCfet^Tfe^SOji^O^^Bt^^W^S. 1 
ofco tot, HERC E PT I N(^MI)^»^bTiS^L^^3b\ 
tfHIS-e&SH E R 2^iifiJ|g^1-^®Sf fctiH E R 2^Sllc|»r3Pi^£ 
I^T^3;I#<Dfc#>^ HE R 2^Wi:-rsjS?fe^©$P.&5F^K:o^T 

[0 0 l 3] 

*^wt4H e r c e p t i N(.^mmm)-^-c^yiyy^ K££#tf, HER 
c e p t i Nmm&m^mtettLTfc&LK^fr, fommm-e&zH e r 2 
(e r bB2)^mm^mt^mm(omwj^^m^^t^v^mLrj:^mm 

[0 0 l 4] 

t/^D-tyl/fi-E r b B^fflV>/cMMbt^L^\ JS^ 

[0 0 1 5] 

^^b^fili^fe^T, ElfttHht-S^ I^JUfJtfe^T, M 

E r b B^mmtit h)E r b B 2 (HER2)ffe§ 0 ^^iffll/^cji- E r 

b Bmk<DttmmffiKm£-$ft%:\<\ s-Erb Bf/i{*^, mz-iswrn 


(12) !f#^ 2003-503365 

2 +1X±> * 5) Kft £ b < fc* 3 + T- E r b B 2 $ri®$ MM? 2> % 

h-ytlg'&U ^vl/JntfM D 5(ATCC CRL 10463)<Dt: MfcS 

bl\, 
[0 0 16] 

^nm(om^m^^ri^>^^^yiy/^ net*, ^^^yi/y^tcim^ 

^-f^>>'/^F^ fcfN -X ^> 5 vvV- 4 — ( 2 — t? D v'VV^^-) 7" 
n/ Vi- r- ( S P D P) $ N -X * ^y-T ^ v7V- 4 - ( 2 - 1! 'J V A/tt) 
^yx-KS P P)0£5ft-fi#Mfefr:¥y >i]-iaoT^ni§ 

[0 0 17] 
[0 0 18] 

1 . AE.lt 

sir & Mr^KHcfe & © t ibj i^MM^n^o singieto 

n et al., Microbiology and Molecular Biology 2nd ed., .J. Wiley & Sons ( 


(13) f#H2 0 0 3-5 0 3 3 6 5 

New York, ny 1994) osm 0 sn#i?$.ti«\ *mmmMMKm^mc*mm 

[0 0 19] 

TE r b B^gftJ ZTcte TE r b BJ E r b B^g&77 ^ U-lCjSL 
, ErbBKEGFRX ErbB2(HER2X E r b B 3 (H E R 3)fe«fct5 
E r b B 4 (HE R 4)^8^ $3£Xj : Z.<D9tF\%.~$tlZ> £©7 7 ^ U -Offi©^ 

S^e r b Bf&Sfc?©X:/^X^££oT:3-K£tl3E r bBfW 
?ZT'£im WO 00/20579(2000^4^ 130 ^M*tlfe)JC||^^nTl/^ 
E r b B 2 <D%9&mfcfc5tSil\ Cft5KPS££ft:S:l/\, E r b Bggftti- 
E r b B U^>F«S^U#^.«^K^^y ; »ttSHF^> ; 

bB§§#tt r^iH^jj e r bK&mw*tc\mmtmmw, ms.&ztic><D 
ry^/mmmmm t&^t&£\,\ e r b B^nrnt^mzmt h e r b 

[0 0 2 0] 

ffllSrErbBlj, r±^SH?^*J <fctf TE G F R J 
Tii^^RTi^klffll^ft, $1*. Carpenter et al. Ann. Rev. Biochem. 56:881 
-914 (m7)K.ffl&?Z&5-&, ^$&fcf£&.?Zznz>(D£mMmZ.&. Huraphr 
ey et al. PNAS (USA) 87:4207-4211 (1990)© X 5 %%%MgfoE G F R)£^ 

o erbBlliEG F R # >/^S5»&3- Vt&mBttMMt&o 
[0 0 2 1] 

Hi! TErbB2J fc«J;tf l~H E R 2J &#l!J§ffl«^tt£&^K:JB^5n 
, #|;L&f, Seraba et al., PNAS (USA) 82 : 6497-650 1 ( 1 985) tsXTS Yamamoto et 
al. Nature 319:230-234 (1986)(v ; ->^y ^f£#*t X03363)^IBfficD^ie 


(14) #g 2003-503365 

Tun h h e r 2*y/tynft&xfwmftmmw. mziscnzfor^stmym 

neu _ 

neute^y hp 1 8 5 ^u-Yt^MB^WMir^o j?SU^HER2{i^ 
t h H E R 2 H E R 2 K:i£^«K#:£>tfiJi: LTte. MAbs 4D5 ( 

ATCC CRL 10463X 2C4 (ATCC HB-12697X 7F3 (ATCC HB-12216) lo&Xf 7C2 (AT 
CC HB 12215) 0fcg#fFl! 5,772,997; WO 98/77797 7RB#fF^ 5,840, 

HER 2Jn#&cW:„ #S#fF 5,821, 337(3imJC<J; O^iBflSfJcS^nS)© 
S 3 tC|eHcDhuMAb4D5-l , huMAb4D5-2, huMAb4D5-3, huMAb4D5-4, huMAb4D5-5, 
huMAb4D5-6, huMAb4D5-7 *5<£tf huMAb4D5-8 (H E R C E P T I N (§gllS8D) I 
thffc520C9 (WO 93/21319)*^Sn^o htriH E R 2$ifl;«U 1998^6^30 
S^f^$nfc^a#I^ 5,772,997 43<fctf 1997^1^30 JC^^nfcWO 97/ 
00271 £fBSc£ftT^£ 0 
[0 0 2 2] 

TE r b B 3J 43«fctf TH E R 3J «\ mfcDKMfFl! 5,183,884 fro 5, 
480,968 fc«fctf Kraus et al. PNAS (USA) 86: 91 93-9 197 (1989) £iE«<D§gf*# 

o HER3t*g^-TStii#O0!li:LTti, 0U*tf8B8tatt (ATCC HB 12070) $fc 
lt : tnt><D\iHt&gfot>\ *@#f^ 5,968,511 (Akita fecfctf Sliwkowski) 

CO 0 2 3] 

ffiM't', ffllH T e r b B 4 J fcjctf THE R 4J «\ ^^.^WH^tBM 
599,2741 Plowman et al., Proc Natl. Acad. Sci. USA, 90:1746-1750 (1 
993); &£Xf Plowman et al., Nature, 366:473-475 (1993)fc:IHI^£ftT^£ 
J:5£g^f#tf U^7°^h\ feJ;r>*fla^75yi«S^ flRtfWO 99/ 
19488lC^2ftTV£H E R 4 7>f W~^Oilt^MaS^m*-r &o 
[0 0 2 4] 

T^J £fcl± r^^lB^lJj EGFR, HER2, H E R 3 SfcttH E R 4 stf 


(15) #g 2003-503365 

[0 0 2 5] 

mnt v^y^vt(D7^/ mM^mmt^s & us-^te (cov 
aient)gi»f**^tnSo 7^/ise?yggf*«\ ^r^/Kie^o^-rn 

« U F©'>£ < £ 7 o %o* ; en^ ff$l< lift 8 0%, ? e> 

[0 0 2 6] 

©iohu^ 1991^12^ lostcr^u^-a-^aWM^y^y b>> DC20 

559©n— +f— K^Fa ^ >f— *> a > (user documentation) icSifcHStlfc^fNiG 
enentech, Inc. CD TA 1 i g n 2 J ^$§ 0 
[0 0 2 7] 

TE r bBU#>Fj tPLTtiE r bB&mtHC&&?Z, fe«fct5/tfcii 

^ME^'Jt hErbBU 1SV H\ M^£±j£/&gl*r?a (E G F ) (Savage et 
al., J. Biol. Chem. 247:7612-7621(1972)); JBM^^H?(T G F - a ) ( 
Marquardt et al., Science 223: 1079-1082(1984)) :ftmm&rcl&r s 7 : f-y£. 
mWM S S^^Sgft 1 L T fe ^1 5 tl § 7 > 7 U ^ U > (amph i regu 1 i n) (Sho 
yab et al. Science 243:1074-1076 (1989); Kimura et al. Nature 348:257-26 
0 (1990); *5<fctf Cook et al . Mol. Cell. Biol. 11:2547-2557 (1991)); 
&*LM)y (Shing et al., Science 259:1604-1607 (1993); *5«fctf Sasada et 


(16) ^2 0 0 3-5 0 3 3 6 5 

al. Biochem. Biophys. Res. Commun. 190: 1173 (1993)); 'x^D >^±JSE 
MEtKH B-E G FXHigashiyama et al., Science 251:936-939 (1991)); x 
£ U^fV y(epiregulin)(Toyoda et al., J. Biol. Chem. 270:7495-7500 (1995 
); lo&TS Komurasaki et al. Oncogene 15:2841-2848 (1997)), ^NU^UXhe 
regulin)(J^T^:#»Ci:); y(neuregulin)- 2 (N R G- 2) ( 

Carraway et al., Nature 387:512-516 (1997))", Xa-l^'U >- 3 (N R G - 
3) (Zhang et al., Proc. Natl. Acad. Sci. 94:9562-9567 (1997); Sfcte: 1 
V7h (cripto) ( C R — 1 ) (Kannan et al. J. Biol. Chem. 272(6) : 3330-3335 ( 
1997))tffc£ 0 E G F Rtia-a-r?>E r b B U #V KKfcJu EGF, TGF-a 

, 7>yj\s?vy, ^^t;VUX HB-E G Ffe^^xei^^uy^w 

f,n§ 0 H E R 3 KBStZ E r b B U iSy Kfc«\ yWmfbtl&o 
H E R AW&ffifcMt* E r b B >J iS> KKH\ ^-*-fe;l/D X xtf U^U > 
, HB-EGF, NRG- 2, N R G- 3fc<fctf^l^V VA^tf 5nS«, 
[0 0 2 8] 

ffllE^^-efflV^ r^l/^Uyj (HRG)H ErbB2-ErbB3 
tf ErbB2-ErbB 4 * >/^SII^*^ttfb(BP*.^ ^ft^fcHg^U 

(DmmiC^£ft%M% (D^lstfV yt°V VIZ, MZ-tt Holmes et al., Sc 

ience 256:1205-1210 (1992); W0 92/20798; Wen et al., Mol. Cell. Biol. 14 
(3): 1909-1919 (1994) :fe«J:tf Marchionni et al., Nature 362:312-318 (1993 

Sl^OH R G * U F, mtfi:n^©EG Fit ^Kfln ( 

0J*i£ H R G 0 m-244 )A^n5o 
[0 0 2 9] 

ffllfflOT?) TE r b B'vrn-tfUriT— j tt20©I^§E 

2J^±©E r b B^f*£f£5!-r&«^E r b B U # > Kfc£££ft 
^±l-a-tffM$tlt#, 0!l*.l£ Sliwkowski et al., J. Biol. Chem., 269(20) : 14 
661-14665 (1994)t|H«4-r^.c):9^^W^J:oTML, SDS-PAGE 


(17) ^2 0 0 3-5 0 3 3 6 5 

£«koT##fet5o d©«fc9&E r bB^-rn-^Urfv-^JfcLT, EG 
F R-HE R 2, HER2— HER3 fecfcl^H E R 3 — H E R 4l^ftW^ 
tiSo E r bB^rn-^JiY-C^ S^rOE r b B§gfk $Jx. 

If H E R 3, H E R 4 G F R£JB^Tffi#-&fr£ftfc 2 W±©H E R 2 

[0 0 3 0] 
[0 0 3 1] 

o 

[0 0 3 2] 

mymmmmz-iz. i¥±^w), ^mmmm, $pmmmm. momm^ 
&xfB<DM¥-±.&mm*'Stsmm. mmm. mmmm, nmm&stswm. mm 
vvrmm, ^mm. $mm, jm mmm. mm, %m, w>mm, w 
mm, mmwffiffi. ^n\Hmm, mmmm, nmm, mumm, wt(vuivai) 
m, mum, swi, mmm, mmmmnmcmi$m&£zfmmmm% 

ft£o 

[0 0 3 3] 

LT\ *0iNHflSSM£##U:iSU'W)E r b 0!l*l£HE R 2£WT 


(18) ^2003-503365 

I H C*ftLT)fcts^X, Erb B££#©ii#J&S&fflIiS^ffifc:#ft , f 5 E 
r bB^y/^®cD^^;V^f¥fffi-r§^^^<fcoT^U#^o &5 log 
L<&M&3#?££LT&, IM^Ifi^ v->f aA^f^'J y KMS(F I S 
H ;1998¥10J3 iC&m-ZftTcWO 98/45479£#M£> £ fcX +Hf >7n 7T-f >^ 
*fctt^K^«(real time quantitative) P C R (R T - P C R)ftZ<DtfV * 
5— tf^ilS)S(PCR)g^^LT, «(*!<£) E r bB*3-K-ra^»l/^ 

E r bBWK^^y)«nili:(aoTtE r b BS^©ii*J^S 
rilU#§(i^.(l 1990^6^ 12B£tt^2ftfc^B#fFm 4,933,294; 1991 
£p4J3 18B K&m-gftfc WO 91/052641 1995^3^ 280 tetttttlfcXmftft 5,4 
01,638; Sias et al. J. Immunol. Methods 132: 73-80 (1990)^#,TO 

©^SP^S (external scanning) E«J;^T, £fc&^i&ffittfc:2 5£nfcJg#2p 
[0 0 3 4] 

Jffl&tf jBSflS®E"f-S H E R 2 fclu We! 1 D KfggiSnS H E R 2 

3 IfHKKfcfoS L fc&^ffiHtffc^X n 7 £ «fc o T 5 V £ n, ^tfffc^W £ 
, 0&0-1 0,0 0 0 l+li:'>%<i:^200,00 0 

2 <t^5 0 0,00 0 3 t?-/«, 3 < i: 

2,0 00,0 0 0 ntf-ZW : t^^nt#^o HER2C1/^;V3+TO 
iifJ^Jite h U fi/y^i—WV iJy K2M&#?£14£§l£gC LCHudziak et 
al., Proc. Natl. Acad Sci. USA 84: 7159-7163(1987)), ?U£<Dfc J:^ 3 0 % 
tn5©S#©^ll^4#fc«fct>^«S^#*M , >$^S(Slamon et 
al., Science 244: 707-712(1989); Slamon et al . , Science 235:177-182(198 
7)) 0 


(19) 0 0 3-5 0 3 3 6 5 

[0 0 3 5] 

[0 0 3 6] 

£ C J/vlvi^ y k *;i/^e y^ftispgfr £ >!»ii&fflisttc Jiff 

[0 0 3 7] 

^Jtl{#, ^U^n— £ 2fflOfttlS&ffittfr5^j££n££ 

him**), znzticotyzu-i'fitiimttimto i oo^i«tt§ 

&<^U#3^WfiJT&& 0 III r^y^n-^;bj tiH®Wfc#-(DSL 
tiKohler et al., Nature, 256:495 (1975)K:£oTf2ft£ftfc/M'7"U F-V 


(20) #g 2003-503365 

fF^ 4,816,567£#!l<£>il£)o r ^ -fMaftJ it, ^j^Clackson et 
al., Nature, 352:624-628 (1991) fc«fctf Marks et al., J. Mol. Biol., 222 

:58i-597 (\m)\mm<Dmttm^yT-i?fcm^J^v-frh^mkL 

[0 0 3 8] 

frtf^tlSOKS^fl^l 4,816,567; fe«fct5 Morrison et al., Proc. Natl. A 
cad. Sci. USA, 81:6851-6855 (1984)) 0 *mMWl*<DBto<D** i 7imK&, 

[0 0 3 9] 

^$fctiRT^^^ty 0 IrL^mn-^'J^LT^, Fab, Fab\ F(ab 
') 2 , :fc«fctfF vfrJnr; ^r^xV-Cdiabodies); IStftftf*; 1 *§8rt{#^; 

[0 0 4 0] 

x * ^-«^W-T 5 £ 
[0 0 4 1] 


(21) #312 0 0 3-5 0 3 3 6 5 

£T3g L < «^©«fc£T H h %&?u 7 V VIEW FRW, '>£ < fe 

^fi^S^P^U X b&^WJ >OM^n7U 

^c(F c)<D'>fc< fcfe-SPfeSfeBIMW^t?^3o SSfcWffllfcli, Jones 
et al., Nature 321:522-525 (1986); Riechmann et al., Nature 332:323-329 
(1988); &*tf Presta, Curr. Op. Stuct. Biol. 2:593-596 (1992)£#J$CD<1 

to 

[0 0 4 2] 

t hYbJa— E r b B 2 inflate, ^S#fF 5,821.337(3lffl£ * DfflUHS^ 
lC^£n&)cD^3£fEfc2ftTV^*9& huMAb4D5-l> huMAb4D5-2, huMAb4 
D5-3, huMAb4D5-4, huMAb4D5-5, huMAb4D5-6, huMAb4D5-7 43*15 huMAb4D5-8 ( 

herceptin (mmm)) ; m 6 tavr * ? & t nt 5 2 o c 9 (wo 93/21 

319)43* tffc hft: 2 C 4tiiftA^Stl5o 
[0 0 4 3] 

m<omt C 1 q|g^ ; ; F c§§M^ ; Jrt{«# 

i4«ttP?«(A d c o ; fmmftm ; KS»gf*(i^ii B«g# 

[0 0 4 4] 


(22) 0 0 3-5 0 3 3 6 5 

XJ tegWmzzt&'VZZo M§&^{*0±g&5 0<D^X : IgA, I g 
D, IgE, I gGfc^tf I gMtf&tK <in^©^OA^ (>T 
V^A 09*.fcfl g G K IgG2, IgG3, IgG4> IgAfcitfl 
g A 2 ££££!|ffl#Uf So Jaf*Offl^©^^X^fS-r^Sil^m K^^>(i 

ig*5 <fctf 3 ^£{*6»±mnT*&£o 
[0 0 4 5] 

r^te#tt«W«J *5<J:tf TADC CJ ti, F c^(F c R)£f8E. 

Mtt\zm£rmMmft'&fcf&*mmtz>o wfcri, f c rii&j^f 

c RIII£3^f SOfclfcfU ADC C3r$^1-3-^«, NK«&FcRI 
U0)fr%:$mir& o g^2ftT^££><Q«^T&, JgifililHflSfcfctfSF c R$g 

Ravetch and Kinet, Annu. Rev. Immunol 9:457-92 (1991) ©464^— 
^3£&£o BW#?©ADC CSttfciWf Sfca&fcs ^H^fFfg 5,500,362 
%rcli 5,821,337^«^tir^S<k5^^t? hDADC Ctfc&&^fif U# 

&7j££LT, SW^OADC Cffitttt^^Vf^ 0B£fcfClynes et al. PNAS 
(USA) 95:652-656 (im)lCffl^ft%£?%m^TMC&^Tm®U$Z>o 
[0 0 4 6] 

rthX7i^^-*J ti lOgfcti^tlJkUiOF c RfcfgglU I7i^ 
^-li^^tatftfe§„ £©«# v >&< hfeF c RIIl£585iU AD 

cci7i v^-mmmc^ z. t-hwz u\, adcc %mfrtz> t h e« 

©MfcLT«, *iifii)fi(PBMC), tfa7/^7-(NK)» W 

$ $ fete P B M C & £<D 5 J&»t U#3 0 

[0 0 4 7] 


(23) 1$g2 0 0 3-5 0 3 3 6 5 

mm tf c «j tf c rj imw<ov cwmz^t^nw^ 

t(DKm^Z>o »$U^F c Rti^gB^Jt hF c RT?2&§ 0 ££>tdff3:U^F 
cRti, I g GtaWdg-a-TSF c R(yggft)T?&tK FcRK FcRIIfe 
£tfFcRIII ^7^XO^m#^£tU ft:fl:ggft::fe«fctfft-Wfc:X7'7 

-rx$nfcc:n^©^^*^^n«o fcrii^swc^ c^noaeia 
jiF^-r^t^s^s^WT^/^E^w-rsFcRiiA ( rm^mw 
j )fec£tfF c rub ( mm^mm )*^fn5 0 ^ttfb^f*F c riia& 

, ^©m®F^^yt^nS/>'^»^<^^f*?gtt{C^-7(I TAM) 
*^ty 0 mm^nwv cRUBl^ ^<D»JIF^y&c^ns/y&c«^\M 
^SWI^W— 7(1 T I M)^tJ?(I. in Daeeron. Annu. Rev. Immunol. 15 
:203-234 (1997) 1/tTa — *#J!80<1 F c Rte\ Ravetch :fc£lf Kinet, An 
nu. Rev. Immunol 9:457-92 (1991); Capel et al., Immunomethods 4:25-34 (1 
994); *5<fcl5 de Haas et al., J. Lab. Clin. Med. 126:330-41 (1995) 
StlTV^o ^ftlRl^^tl^F c Rtt^fr, m<DF c Rtt, *fM#^Gr>ffllg T 
FcRJ tc-a-a-^n^o eCDfflfg^^ SftOI g G©fl&^<D^fr*Rl^C-r 
S£r±J!SI?fk F c R n fcl3"£?(Guyer et al., J. Immunol. 117:587 (1976) 
43«fctf Kim et al., J. Immunol. 24:249 (1994)) Q 
[0 0 4 8] 

mimfc&MMmwi zrciz tcdcj mm^rrMm^mmt^A^ 
<D&m*mm?Zo c<DW{*m-mmmz. mw^mm'Mc 1 qmm&M 

ffiitf£&<t*nffit%tcibK, CDCi^ MxJfGazzano-Santoro et al., J. 
Immunol. Methods 202:163 (1996)£fTft^#S 0 
[0 0 4 9] 

m&znzti i ooM^x/vy^ Fis^j;oTSimc}i^nTi^o 


(24) ft&2 0 0 3-5 0 3 3 6 5 

^ f y^tt^o w&<Dffl% yimm<Dm®(Di£.n Y*^yt%t>i£t). 
pt^ y\zm&<m$t f * >r s 0 ttsor a s mmm\ 

[0 0 5 0] 

&} ; *jyteZft^ft4^(DFRfrZMi%-£n, fr-fmmz&f&u mstc& 

GffiGLV&mz^tZ 3 -£e>&<DSRT^$^ F R lC<fc o Tg&3fr3V 
fct£tgt5VHC$tJ#£tl ; 5 (Rabat et al., Sequences of Proteins of Immunolo 
gical Interest, 5th Ed. Public Health Service, National Institutes of He 
alth, Bethesda, MD. (1991)£#fig0C t) a ^F^-T^i, ^f*flc#tt» 

m^r, foment %mm^\ammm^^\ 

[0 0 5 1] 

T^/wmmttMMtZo im$mm*. mm^mfemmi tcdrj 
&%:(Dr^/wm(M7n$, wm&vt'CyKistfz 24-34 aix 50-56 a 

2) fc^tf 89-97 (L3) MtflC liRfgH^'O^WS 31-35 (HI), 50-65 ( 
H2) $5&Zf 95-102 (H3)5SS; Rabat et al., Sequences of Proteins of Immun 
ological Interest, 5th Ed. Public Health Service, National Institutes of 
Health, Bethesda, MD. (1991)) *5 IIS n^V- 7j &&(Djm 


(25) #g 2003-503365 

<M%-1£. mm&Yt^yiCtS 326-32 (LI), 50-52 (L2) 91-96 (L3 

) MtflC nmnS^Vt^yiCtStf 326-32 (HI), 53-55 (H2) fejctf 96-101 (H3 
)^S; Chothia 43<ktf Lesk J. Mol. Biol 196:901-917 (1987))*— JS^-g-ty 

[0 0 5 2] 

H^feD9 9%^±t:, ( 2 )Xtf-y^«y ^(spinning cup)->-?x*— # 
SOt-H^J&SfiJC, S3VHi(3)^V^-7W— (Coomassie blue) I; 

l < tts^fe*fflt\ M^rcmmjzmwrFfcistfz sds-page^^d 

[0 0 5 3] 

sw©^ flutf e r b b 2^tc ne^-rsj m**^ +^^i4*t 
fgst-f 3 iwiiia^s w i: u <t 0=/$ /c &«Pi^MS t < a * * y >- / >r 

, fficDE r b B^gftfcttLTE r b B 2 IcmftmzB&L, 
y^ZM, GFR, ErbB33; fete ErbB4 £^L^£M£JS^ 

$m^5 9o <KD<fc&8£«Sfc: , O^T\ ErbB 2JW<D#;/^*KlCjff S 
ft#0il££SEH(0!l3.i^ ^H'l4^Sf*tW-r3«^ffilS^)*, S^fe^l/ 
V-*-(F AC S)^^fctemtt^Cfc^(R I A)£JB^Tifc£Lfci§£ 


(26) ^2 0 0 3-5 0 3 3 6 5 

, 1 0%*?iT^5 5o Bt^JrC-E r bB 2fn,W^ tflJxJfSchecter et al. Na 
ture 312:513 (1984) $5£Z} Drebin et al., Nature 312:545-548 (1984)tC|2 

o 

[0 0 5 4] 

X4 D 5#ifo%:jm?Z> 0 mz-tf, LiD ; ey^D-t;l/!aft4 D 5 it, x^X^e 
/Zu-i-)\/W*A D 5CATCC CRL 10463) tfc&^Ot^Stt, M^WN^X^/ 

^oTfeJ;l\ t: Mfc4D 5m**OJI##JtLT&, ^S^fFfg 5,821,337k: 
&3<fc5&huMAb4D5-h huMAb4D5-2 N huMAb4D5-3, huMAb4D5-4, huMAb4D5-5. hu 
MAb4D5-6, huMAb4D5-7 lo&XJ huMAb4D5-8 (H E R C E P T I N(HII))^ 
W5*U huMAb4D5-8 (H E R C E P T I N(M^1€W\ L^t hit 4 
D 5#l{#-?&3 0 
[0 0 5 5] 

fatzmfa M^tf 4 D 5 fcfttst/^n-t;Wo r^^wftSU £ 

^■T^lfL^li. |Wli:trLJ^(M^«\ E r b B 2)^^ SflfeOtfC^A^HSUT^ 
4 D 5 ©^¥W#«*W1"Staf*«^ E r b B 2 <D^mmt Is^Mctfiftt % 

b-ve r b B2*m*\mi?zmM(Dmm*mm?z%}%*7KL, ts&xj/^rc 

it 4 D 5tffg-&"f SOfcUDE r b B 2 XDxt? h-7°lc|g-^b 

t#3 (#ijx.&\ E r b B 2 JC^-T 5^6/ * u—f^mk 4 D 5 C^g-a^o ^> 
t5)o 

[0 0 5 6] 


(27) 2003-503365 

K-y>, ^^dW5X i/T.-fv+y, *M*U*"9--K 

5-7;b*n^5S';W3«J:tf75-Cft£0DN A7;l/+;Wk%lS5"T?feSo 
&&1f$lsH2\ The Molecular Basis of Cancer, Mendelsohn and Israel, eds., 
r»)l$!iilf-i\ ©5MM)tfE?fc^r/|rLiT^»J fcg-f £8t-g, Muraka 
■i5 (WB Saunders: 7W"7T f ;l/7^7, 1995) , itl 3H£Tjiarr(: £tf 

[0 0 5 7] 

ri£5BRB§J <mkfa(Omt LT«, E r b B 2 £Sg£U E r b B 2£ri§$J5g 

e r b b 2 mmmfommm o . 5~3 0g/mitr, mmmmmdsnz s 

K - B R - 3 ?US«?)ig5l£: 2 0 %JW±, $ t < Ji 5 0 %J^± (MZ-im 5 
0%fr£>$Jl 0 0%) , EMtZ (uct, m5iPflmS K-BR-3»^Jtl 
mcilLt6 HtltPJ^) (1997^10m4Bf£TT©#B#f ! ^5,677,17l£# 
US) o SK-BR-3 d ©ftfF&SHfc «fc 

[0 0 5 8] 

$>%> 0 C<DMM&~mc, E r b B 2^^£fg3t«&OT&D, C <DfB 

m^mim, mmm, wm. ^n^mm, mmmm, mm, ^mm, ism, m 
urn, mmm, mtimm&rcimfmmmv&Zo ^yehw?^ cn^com 

MSK-BR-3, BT474, C a 1 u 3, MDA-MB-453, MDA 
-MB- 3 6 1 tcfcfcfcS K0V3«feoTt «fcl\, > tf h o T?<D lfflflS5E(i 


(28) 0 0 3-5 0 3 3 6 5 

mmm (ad co %rcmmfkft\tmmim (cdo K^xmm^n^m 

PI), MJ^>7*;1/— (Moored Cytotechnology 17:1-11(1995)) £fc&7 
A A D com D <fc o Ti¥ffi£ttSI£^£4&D5S#c£\ LT 

nmtnis ^\ L^m&KWsmttfote, b t a i a mmzm^z p i m 

(Dfflb ITIt $i-ErbB2K#7 C 2:f3<fctf 7 F 3 (WO 98/17797, CtUi 
[0 0 5 9] 

mmt enter **i/yv t(om^ dnaom, awaofi* 

fCkot^nSo iKDSHHIfitt®^ E r b B 2 ^gftfcSg* J%3S"T 

§i& ISM, PM^, HufiJKJUfcttKWE 

$Mn?355o -r>^>DTii, C©awa«SK-BR-3, BT 4 7 4, Ca 
l u 3, MDA-MB-453, MDA-MB-361 Sfc&S K0V3 IBSt 

S) &m%W\J£l:%Z> ; DNA«bcT{tK<fc^TDNA#^£IWT?#5 : *5«fc 
tf D N kW&Kft d fl/^nTf yrM^fg-^W^^nt.: «fc ^ Ti?fIT^ 

^^^y^tfe^TWlfitMU 7*^>>fc^£:f>J2 - 5 0{g 
, $fSU<«^5-5 0{g, MIK(ai 0-5 0^i:-rS^?T*fe5o 
7°n-7tf h-v'X^te, E r b B'SM©E r b B U KigttffcfcS S£ 


(29) 1fg 2003-503365 

•£ft^#?) o Ttfh-i'X*mm'rZffi*<DmtLTIiS:. irt-ErbB2m^ 
7 C 2fe<fctf7 F 3 (WO 98/17797, Ctll*mZfrtt\mz&^r*$fflMfo& 

[0 0 6 0] 

E r bBggttaUtf^KE&ftlfcfc l~:/n>y^j -rStrCtttt. ftfc^Lfcd 

Jr[^4D5 <fcDt>^W£<fcD*r$j£E r bBfgft©'J^>Fgffil:?:7n7 
^-TSCfctfT?^ fij^^/^n— fhWtl F 3 2 C 4 F 

<df a bmfrt&£zmm^mc7vv?~e : £z>o $m$. e r bB§^© 

V fiy mmt^yu v >7tZ>WM$, E r b B'Nfn-t U n^-(Dfu >y ? 
M%4D5J:Dti|!5l50-l 0 0 %iX±^J)t t § OTS D i§„ ErbB 

«\ E r b B%nWt<DVfiyYffi^ E r b B E r b B^WK 
mi&E r b B&mfc<D^uz/y*i--*£fe&l8&Xf/£rc&E r b BfifttC 
*5tf£3;fcteE r bBg®mc&Zruz/>*i---&m<DV>m<k, 
§o Erb B^^y^^KJSttfk^yoy^-rs^oeU^LT^ (E r 
b B 2/E r b B 3fe£t/E r b B 2/E r b B 4^fo-t'J^-(DHRG 
Stt^^ny^tS) ^/*o-^;Ha#2 C 4fc<fctf7 F 3, fe^Cf L 2 6 
, L 9 efe^tfL 2 8 8#[#:(Klapper et al. Oncogene 14:2099-2109(1997))^ 
C*l5>teEGFR, ErbB 2, E r b B 3 ft&ZlE r b B 4 %$£MTZ> 
T4 7 D««^-r^E G F4oJ;^NDF^^D>y^-r^o ±l2^»LfcH 

[0 0 6 1] 


(30) #^2003-503365 

[0 0 6 2] 

ow and Lane, Using Antibodies, a Laboratory Manual, Cold Spring Harbor L 
aboratory Press, Cold Sping Harbor, — a — 3 — ^19990^2$fciEiK£*lT 

-?t?So &#<D#i£tt£l 5 - 1 575/i«xlfh-^»^(DlClL 
[0 0 6 3] 

^mifiwt r^uxbr h-7"^*®wtcj ig-g-rso 2o<9xtr f-7°# 

[0 0 6 4] 


(31) ft$L2 0 0 3-5 0 3 3 6 5 

rxtf r--7°4 D 5J it, Sft4D5 (ATCC CRL1046 3) tfUg^ 
t^Erb B2<DmMft\ : *'fy<Dffl&'V&&o C £>X^ F-7°fci: E r b B<D§| 

£ 0 4D 5xb°h-^C^-r^JrL^X^U-->^-r^tC^ N Harlow and L 
ane (fuJf) fcfHf£Sn"CV5 <fc 5 &M?f©£M7n *y *^ft££fr*tf&^ 
o x£ h-^^lf^^T^^\ JnCtttfE r bB 2<D4D5xt!F 

*5<£«l5 2 9fr£>4ocfc^S6 2 5 lt'0l^rt(D 1 ^tfct^Mi©! 

[0 0 6 5] 

rx^h-7 P 3H4J fcfc, fflk3H4&m&irZE r b B 2©«^F^-T> 
fl0M*gT?fc3o ££>x£ h-7°&E r bB 2«^F^>£>75/^f2?iJft 
E^JttSfcJ;* 541*pe>:fc<fc ; £59 9©g|g£^ty (0 4 £t5@E?iJ^§ 

[0 0 6 6] 

rx^h-7°7 C 2/7 F 3J li, 7 C 2^07*^7 F 3jrift 
tlATC CK^ffrjnTVS. tf*S£"f5E r b B 2 F^-T >(D 

N*iffiK<ftfifrf 5^*e&5 0 7 C 2/7 F 3 3L\Zh-7fcm&?Zffl**X2 
U— — y ~^"^>\Z.\X, Antibodies, A Laboratory Manual, Cold Spring Harbor 
Laboratory, Harlow and LaneH (1 9 8 8) £j!El!i£Jh.TV& & o &ll1f£>5e 
m-fuy *y7mm%fiz_t,££\s\ 3L]£h-7'?y\Zy?%ft%.i& 
tatttfE rbB2C7C 2/7 F 3Xi£ b-7£S^"3fr£fr£IWr£<: £ 
(#"Jx.fc£\ E r b B 2fD*5«£gg2 2 £> 43 <fc ^Sig 5 3£T*©^*$ 

rtcD i -DZTzizzn^ovm ; 04fc<fctfBBWt 3#m) o 

[0 0 6 7] 

r^/^n— ^MfittjJi- E r bBi^C<fcS^BK)SgL&l,\ $fct±JS^ 
T7°7^#«MbSfc^<MMLTl/^^S¥i:J:b^bT, ia— E r b BJaf* 


(32) $#^2 0 0 3-5 0 3 3 6 5 

•fZ>mm'£%>Z>o #l-E r bB^{*OMi^M^^C)^#tMLfci]^r;V 
[0 0 6 8] 

[0 0 6 9] 

t&M& mm, nmm, ^mm, mmm, mmm. m&mmzrc&mw&ffmf 

r b Bgg# (fflfcfcf E r b B 2*«fctf/Sfc«E G F R) £ri®$JfMU 

&%mmm, m^mimr^^o mm* h^nm^ herceptin ( 
gmsw) mm\c^L^i)\ ^(D^t>mmr^^, e r b B2»^i 

[0 0 7 0] 


(33) ff^2 0 0 3-5 0 3 3 6 5 

mm<u t&%L<im±iE&2>) , mmm&zmmL cms. $>%femw<L 
mBMn^v<omm (ttp) %%mu ^^xf/^rdtmwm. (rr 

[0 0 7 1] 

211 131 125 90 186 188 

ffl&'&mfflk (MZ-tt, AT , I , I , Y , Re , Re , S 

153 212 32 

mft%£<Dmm¥mzmL%mm. & Mittens, 

[0 0 7 2] 

tt, 7;i/*;Wb^ i^(fW-^fej;^>^ox*X775 K (cytox 
AN (gm&m) ) ;7;VWX;V*^-hi, 0M.fct7*;K7 7^ -f^n 
x;V7 7>fc'J:0 c ^^x;V7 7>' ; 7> ? 'j> ? >iB, Mx-ff^^/F-^ 

j*#£UK-^ feiff'Jl/H^ ; 7;VF U-F7^>(altretamine 
X bUx^U^75y, F Ux^y*x*/V7^ F\ hVx-^Uy?-** 
X7 7 *;l/7 5 Ffe J; F U * ^Mu * 7 ^ y%^£?x^ l^'f ^ yiife £tf 
^f-;V7^^^>IB ; -hoyyvx^-hm flJAtf^n^yT^k ?n 

Pl/^^y, ^ ^70 1^^ ^ y^^S/ F^^^Cmechlorethamine oxide hydrochlo 
ride), ;*;V77^y, /-Oti^X 7i^Xf'JX 7°UK-AXfX F 


(34) #^2 0 0 3-5 0 3 3 6 5 

n*X7 7^F. 7^;l^X£~F ; »^l^7li(nitrosureasX 

rif-fcyx 7>*^f>^ -h^i-J^i/y. -hVrv^i/y, ts^^y 
y, tDi^/^i/y. m^77^jx ^nt^^i, ???-;^yy, 7 
yyjiVi/y. Thfr&yy. 6-^77- 5-^v-L-7;i/n-f F 
iFv~A/\Zi/y, xt°;ve^y, xy;ve^y, -r^vve^y, 7^0$^^ 

5 F 5 ~> y^, ^ 3 7 x 7 D >^ (mycophenol ic acid) „ 7 #7 ^ ^ # U 4? 
, i>7X^f>> j-tM^Jri^ra (anti-metabolites), AH*. If* F 

h\s*t-h&£T}5-7)i*u'y7i/)\s (5-fu) m%.\$ 

f/^f'JX 7FFl^-tr~F> T^fnT'fUX F 'J 7 F b^-fe— F ; 7*1) 

9T-y\&)%vymfflm, mifrv^trx r^f-^x 6-rif 

, xyv'^lfX 7n^>7'J> ? y(floxuridineX 5-FU ;7>Fny>l 
, fllfcfcfjb/l/Xxnx Ko ; ex*7n>7*nif**-K xi^#;*#7-;l/ 
, 7^:M-X£X fXh77 F> ; ialiJlf(anti-adrenals)^ $J*Jf7S7 
VfrT—h^^ F(aminoglutethimide), b'JDX^y; HM«fo 

lie acid replenished iitl7n V >^(frolinic acid) ; T-fe^hV ; 7 
;VF$X7 7 5 F^U^i/F ; 7^7 U7*l) ^(aminolevulinic acid) ; Jy 
V y ; F^7 % >;V ; tTX7> F Ixy(bisantrene) ; i^b7+t- F ; 
7**77 ^Xdefof amine) ; ttO/V^ ; ^T^jfr^Cdiaziquone) ; x;l/* 
;l/Xf-> ; x'J 7°^— 7A@flt^(elliptinium acetate) ; xb^»F ; #U 
«7AB^fi : t Kn*'>^U7 ; l^y^y ; n^i K7 ^Xlonidamine) ; ^ F 

77 7y ; ^ h^y-y ho> ; ^t°^ >; e-;v ; - h77U> ; ^>hx^fy ; 

7x7^7 F(phenamet) ; ^fV^i/y ; #F7^ U V&Cpodophyllinic acid) ; 

2-xf-;i/t F^v-'F ; 7u±uw*z/y ; psk ; ^7^y ; z/Vyj^y ; 


(35) 88 2003-503365 

XtfP^VWx^A ; -r^T'/y^Ctenuazonic acid) ; h U Tv^Xtriaziqu 
one); 2, 2' , 2' - F 'J ^pp F I) xf-;F7^ y \ 7 \y%y \ £ yfi/y ; 

; ; 5 F7p- F-;V ; ^ F^? F-;b ; £#7*n 

•?y ; fiyvyy ; r^e/^F ("Ara-c") ; ^o*x77^K ; f- 
#r-^ ; mar^u**-^ (taxol (gsia®) , 7*y 

h» *5<};tfK4Hf**-fe;l/ (TAXOTERE , P-5? • 7°-5 

y^-PU-;k rvb-) ; ^D7^'>;l/; YA^ey ; 6- 

tt9T-y ; ;rf;l/£7° r-7°'j y ; ^ h b u*-fe- F ; (platinum 
analogs), ^mf^T.f^^y^^xSti^-f^^-y ; eyf^xf-y ; ; 
xf^>f (vp- i 6) ; >f*x77 5F ; 5 F^»c ; ^ h*yy Fp> 
; tfy^uxf-y ; e/wufy ; ^;i/tr> ; /^yhuy, x-tf^F ; # 
7/^>y ; 7^y7f u> ; 3Hzo-^; -r/^Fo^-F ; c pt- i i ; 

b^V^5— tfSJSISMR f s 2 o o o ; S^l/^D^f-JMvl/-?-;/ (D 
M F 0) ; U?V-;l#(retinoic acid) ; XX^5 ^ ; Ify ; 

^(anti-hormonal agents) ft, li(0^'>7iX 7n^>7xV 
, 4 (5) ->f^#)/-Jl'm*EB'?Z7U'?#~ti, 4-tFo*m^ 
7iX FU^>7iy, W>7xX LY1 170 18, WJXb 
Xonapri stone), fei(J : M/57xy (7 7 lxX F > (Fareston)) fc^tyjjix 
Xhn^fyi ; fcitfjjiiX Fo^ryll, 0J*fcT:7;l/#5 F(flutamide), 
£i= F(nilutamide), F, P-f7°P'JF, fe^tfrf-fe UU V ; fe«ktf 

[0 0 7 3] 

T^o Wilraan, "Proddrugs in Cancer Chemotherapy" Biochemical Soc 


(36) #g 2003-503365 

iety Transaction, 14, pp. 375-382, 615th Meeting Belfast (1986)fe<fcl5Stel 
la et al., "Prodrugs; A Chemical Approach to Targeted Drug Delivery", Di 
rected Drug Delivery, Borchardt et al. (ed), pp. 247-267, Humana Press (1 
985)%#B8o «»©^n F77^:tt*X7i-httyn F7^, 

n F.77^, Sfcttlffift^nTl^Cl ^§7x-/l/7t F7^ KfPt:/n F^ 
[0 0 7 4] 

r^j £ 3ffi§§^ -r u ( d n a ) & *?<d# y ? * u*^ F£ 

&B*U M&^t&y*^ (R N A) *ici»-rs 0 cofflfgfcfci, H» 
7 * F7^n ?>£>t$Si$tlS D N A R N A \,^?MM)71-u ^ 

[0 0 7 5] 


(37) <&m.2 0 0 3-5 0 3 3 6 5 

[0 0 7 6] 

— , fe<fctfJtS^FH? (Lewin, "Genes V" (Oxford University Press, ^7^X7 
*-F)847-873H) Wt§t>©fT§o ae?$fcttafe?^7^©lte¥iS 

[0 0 7 7] 

7°D ^- * - ^» bT&K&I&S tlfciit^ L tc D N A IE?ijOf£S!£ilfi1- 3 7 


(38) Hm 2003-503365 

[0 0 7 8] 

rt^^^sj *nrv^s 0 0j*fcr, :/uiE3aj$fc&#i&tt0y-:?-0DNAtf 
dn AiE^sttiu ^u-^-o^^^i^T^M-r^ci t*mm?% 

^Ud^^U^-f-FT^V^-^^tiUy^-^m^oTf^ffl-r^o 
[0 0 7 9] 

M(Dmfc?m*mtz-&2>T.m*mmu m^mmm^mmitH e r 2 omgi 

[0 0 8 0] 

Ml S fc MJ» F^itfc? £ PS (*to - UK) T*& 5 fc\ ^-ftjWAS 

siffljiaoy/A^^i-s^c<fcoTii^y/Ajc^Artsj;9Jc^?^ 

£{£»£fflAS*U ££W;J: J £©ffAfc:<fcD/y*79 h^EilS) 0 F^VX 


(39) #^2 0 0 3-5 0 3 3 6 5 

[0 0 8 1] 

z>i?-y<Dmfc?Mmc&m-?2>z. ttf-vzzo 

[0 0 8 2] 

rh^yxv'i-'^j ft%>mmi$, ®ms b^y^y-y^tm^tc 

mmm^mi^mmc ^mmm.^<omxK & o t, rcimmmcm 
m^mxznzo Mfc^mtftzmmit. fem^m^m^jy^vu^m* 

m^^mm^v^y^y^-^^wmx^ »f.iiMi©wtHER 2 

[0 0 8 3] 
[0 0 8 4] 


(40) 0 0 3-5 0 3 3 6 5 

m&&mm"z%>*). onsat^tf imt^o tot, wm&wu 

^M^MflSt 43V^TX * U - - y ^2ft3 t (0 1 m «t£3; fcli^f^WiStt 
[0 0 8 5] 

[0 0 8 6] 

r;^y^-^A OPTO J g^pOrtJ^/^y^-^^WJWlc 

^n^^^M^u ztucmm, mm. mm. gjg, ^.ttf 

[0 0 8 7] 

conjugate) & if <D»«#^C>&^K:#-5 (BP^ >bffi&£Z?/ 

( I C R F - 1 8 7 ) [Seifert et al . , The Annals of Pharmacotherap 
y 28:1063-1072(1994)] \M%fcl : Mft&T$/?Z.tc\Zfflkffi±M. mZ-&7u7 

(Singal et al . J.Mol .Cell Cardiol. 27:1055-1063(1995)) ; 75*X 
*y (7 5/^-;V2- [ (3-7^/7°P£;l/) 7 5/] x^y^-^--;v- 
rTkHt'jyi&xXTVV (<lft«:WR-2 7 2 1 fctifcTftS) feOTR-l 0 


(41) #^2003-503365 

^/7°nlf;V7^y) Pntf;V^X^o^^ (WR- 1 5 1 3 2 7), Green 
et al., Cancer Research 54:738-741(1994) ; -Ju^-i/y (Bristow, M.R.In: B 
ristow MR$§. Drug- Induced Heart Disease. New York: Elsevier 191-215(1980 
)) ; ^ F7°un — )\/%;E<Dp-7xiy%— (Hjalmarson et al. Drugs 47: Supp 
1 4:31-9(1994) ; fccfctfShaddy et al. Am.HeartJ. 129: 197-9(1995) ; \£&^y 

•tT-jwy^T-^y (nac) ftEoiyv—^z/tuixti^yi/^— ; a-7i- 

)]/— tert— 7'^;V— huy (PBN) ; (Paracchini et al., Anticancer Res. 
13:1607-1612(1993) ; P2 5 1 (Elbesen) 

[0 0 8 8] 

2. nL^mm 

HERCEPTIN mm^W^TcltH E R C E P T I N (ggjg 

E R 2 - h7>X^7 ^M^x;V^43^Tt#5>tl/clSm^S-^< 0 
HERCEPT I N(Wi)MHERCEPT I N (M) - 2 -f £ V 

b7>X^xn7 ^T^7X/!)^if.in^ilI^H E R C E P T I N(1IS 
m)feffiJCftLTfommm-V&-3tc~JjT:\ H E R C E P T I N(flMi0- 

o 

[0 0 8 9] 

LT£<Jt^&^£&^E r b B^»M»i.M©^», Ja-E r b B*a 
^_ ^ £ y ^ Fit n^»X 0 

[0 0 9 0] 
A. jn-E r b Bff[#:?)jt£ 


(42) #^2 0 0 3-5 0 3 3 6 5 

[0 0 9 1] 

e r bB 2oaefls^F^^>©7kjstt^ $fc&*ft£<D-gra&oTfc«fci/\, 

t> 9 1 "D<Dlj&t LTB, E r b B 2 £f^1-3m($J*tf\ E r 

b B 2%mmm?Z>£5lcBM 1 &MLrcN I H-3 T 3«; £fc&S K-B 
R-3*^«i» Stancovski et al. PNAS(USA) 88:8691-8695 (19 
91) £#HB® ti^MtSOtffl^Sc i)!)^t5 0 Jattfcf&iJt'r* 
fc&OWffl&E r b B 2©fl&OMtt^H#^ttW^*^*5 9o 

[0 0 9 2] 
(i) #>j^o— Tvl/ffitt 

V— W; F^>W;Knialeiniidobenzoyl)X;l/^X^v'rL^ FxXf7K'>X 
X W;l/7;l/ftF, ft&fo^^ SOC Ia^fc^R 1 N=C=NR [i^ 

[0 0 9 3] 

iiw, ^^(f^>/^a^/c^ifi^f*i o o g^L<«5 gc^n^n^e 
i/5~i/io ^im©m^^Tr±i^-r 5 ct^or 


(43) $312 0 0 3-5 0 3 3 6 5 

[0 0 9 4] 

(ii) ^y^u~i-;V^W 

[0 0 9 5] 

ffilfcfcf, ^e/^P— f;V#L#:fc};, SJBHlCli Kohler et al.. Nature, 256:495 

^oTf^^ntf^C^H^I^ 4,816,567)0 
[0 0 9 6] 

V^Bft^-t^ t\4~7V K—^lfflfla^fiK-rS (Coding, Monoclonal Antibodies 
: Principles and Practice, pp. 59-103 (Academic Press, 1986)) c 
[0 0 9 7] 

f>fy^7-^*'J^>;H7>X7x7- tf(HG P R T£fc&H P R 


(44) 13112 0 0 3-5 0 3 3 6 5 

[0 0 9 8] 

Uo^ISSt'^o <in6 iv^xo-Ym-? 
>)X5xn-Yl, mtf7^'J*'&*S*U7*;l/-7WI"9-yT f >rx=ro Sal 
k Institute Cell Distribution Center*^ A#"P#SMO P C - 2 1 fc«ktfM 
P C - 1 1 "7^^BJi*3«fct?7^ U J^^B* U FWn <y * t£;l/<DAmeric 

an Type Culture Collection*^ 6 A^"?# 5 S P-2 Sfc&X 6 3 - A g 8 - 6 
5 3 Mfr5>^£nfc^XP-V$c-e&£o h^xn-TfccfctfV^X-fc 

frl"CV5(Kozbor, J. Immunol., 133:3001 (1984); Brodeur et al., Mo 

noclonal Antibody Production Techniques and Applications, pp. 51-63 (Mar 
eel Dekker, Inc., New York, 1987)) 0 
[0 0 9 9] 

/^7>; v-^mMtfmm?%iBmmmz. ^mcnLrmmt^ntc^/^ 
z&7i?*'(2*sffiz.(R i flimLtimmmmft&mfe&iE l i s a)^£o 

[0 10 0] 

^/^n— ^I/^cD^MlfO^fct fll^^Munson et al., Anal. Biochem. , 
107 : 220 (1980) OX^t7ft-F (catchard)##T£ «k o T?&££ tVf#£ 0 
[0101] 

;^7U K~v»^^Mfe ^W:fej;t>ySfc{iStt^W1-§K^ 

^ft&#&lc<fcoTlf £ fctfT*£S (Coding, Monoclonal Antibodies: 

Principles and Practice, pp. 59-103 (Academic Press, 1986) )„ <KDBtiftKli 


(45) #^2 0 0 3-5 0 3 3 6 5 

t&M^fttBWBMfcte, ^IfD-MEMIftttRPMI - 1 6 4 OtgW^ 
[0 10 2] 

[0 10 3] 

y ^ u -i-frffim* n - F T 3 D N A & t <* tc^H^ fi£^<D^£ (00 3. 

xzztv ? urf- Yfu-y^m^ c tic £ix)%m^xmmftmz 

DN AOUfflSJCfe^SiiS^^^COl/^TOL/e a-lC«\ Skerra et al., C 
urr. Opinion in Immunol., 5:256-262 (1993) te&lf Plueckthun, Immunol. R 
evs., 130:151-188 (1992)#^f £>tl6 0 
[0 10 4] 

Mft&mmiCti^X, ^y^D-^^K^^fc^m^iTit^McCafferty et al 
., Nature, 348:552-554 (1990)£§2fi©ftfl&£JB^TftD ftZtltctfifoy 7- 
i/y^f^V—ti^^mXt^o Clackson et al., Nature, 352:624-628 (1991 
) :fe«fctf Marks et al., J. Mol. Biol., 222:581-597 (1991) Kite, 7 7-i^7 

fRt&jIM^ (Marks et al., Bio/Technology, 10:779-783 (1992)), MtflC 
!Sfi^#&& (combinatorial infection)fe«kt?7<di^7 7*5 U-fcli 

W-t&fclsbOTs h5f-> J -^H-r?,^>e^r|a^^(Waterhouse et al., Nuc. A 


(46) flfg 2003-503365 

cids Res., 21:2265-2266 (1993)) £ <fc5iS77>f-T-f-(n MfSB) t FJr[{# 

o 

[0 10 5] 

DNAti, 0J£tfPg©VtfXgBflJ(#S^fr£ 4,816,5671 ft J; Morrison 
, et al., Proc. Natl Acad. Sci. USA, 81:6851 (1984)) <Dttt> <0 IC \L FSilfc 

«t tfe^nr f * -r n - K-r setu * s c t k & ^ t\ g 

[0 10 6] 

grrs, sfc^toi^^^gpfiw^F^^>^^-r^ci:T\ 

[0 10 7] 

(iii) Khitffi* 

K^yfrS&SJWKfffcnSo t hfbtt, OT©^V#-(Winter)fc*©?iff 
^MiiWafS (Jones et al., Nature, 321:522-525 (1986); Riechmann et al., 
Nature, 332:323-327(1988); Verhoeyen et al., Science, 239:1534-1536 (19 

88)x £ hm*(Dffl%mmz^TM^mm&q%wmt%ctK£^T*m 
ma7%?c£tf-v%%o Hot, m ruFftj in.m&, ^tM^oissE 

H#fFK 4,816, 567) T'* So UlS^tt, MtM^WMWait: FJrif*^ O 


(47) ^2 0 0 3-5 0 3 3 6 5 

[0 10 8] 

7V-lcttLTXZV--y??Z> 0 Mm(DmqKmA?z>thmmz 

, thimmcfttZt h7U-A7-^^(FR)i:LTl^^n^(Sims et 
al., J. Immunol., 151:2296 (1993); Chothia et al., J. Mol. Bial., 196:90 

i (i987)) 0 ^(omvjj&te, mn%tcimm<Dmi£(Dy7?fr--7(D±th%i 

7-^tt»^Oi5:5l: MfcirLttK^SC 3 (Carter et al., Proc 

. Natl. Acad. Sci. USA, 89:4285 (1992); Presta et al., J. Immunol., 151 : 
2623 (1993)) 0 

[0 10 9] 

[0 110] 

OTO^M 1 ti, JgiEftftfc Mtffi-E r b B 2Ja#<Dl££IB«*f So 0»J 
|£fiJi^$yS^l3*<?*llk Rabat et al., Sequences of Proteins of Immunological 


(48) #^2003-503365 

Interest, 5th Ed. Public Health Service, National Institutes of Health, 

Bethesda, MD (1991)£:J3^T^£ft"r^SRn£ >#^^f'Jffl LT 

. 69H, 7 1 H*5<fct/7 3HtU £SJR£ft£{iL§C>:7 

#ac&6 9H, 7 1 H$5&Xn 3Y\(D2~D%rcte±T(D¥ RiPtltlS. 
[0 111] 

a b^SoT^^c 2d£V^ t MfcffiWifc^Jafk mfcM§& I gG 

[0 112] 

(iv) kh^ft 

nmm&mm j h mfc?<ott&&%&!it, ism t ut^hi^^*^^ 

>3tfe?l2^J (array) (D h7^77Hi, *3HI£ LTfAJIM 
igfcfcttSfc Ym^oyM^tr^ri^Oo ffl2-l£. Jakobovits et al., Proc. N 
atl Acad. Sci. USA, 90:2551 (1993); Jakobovits et al., Nature, 362:255-2 
58 (1993); Bruggermann et al., Year in Immune, 7:33 (1993); fe«kt? 
#fr^' 5,591,669, 5,589,369 *PO 5 , 545 , 807##» £ t a 
[0 113] 

t-5 lOO^fcLTti, 7 7-^fVx:/W?£(McCafferty et al., Natu 
re 348:552-553 (1990))*, ^yElnttVt, &Sft£nTV^l^l#t#& 
*£>&JS ^ n 7 U y*m. ( V ) F * -f yMfc? W ^- HU-^th f/Lf**5 irE 

li^^rU^7 7-^ tfiJxJ2\ Ml 3Sfc«f dO^^-S 


(49) ^2 0 0 3-5 0 3 3 6 5 

7-z/?/h<D i *tiD n A^-g-wf 3£>t\ m^vmmmftwmtm^Tm 
iRt & c t x\ * (D^m^t m&t a - f -T s t 1 t wm- %> c 

fcLTHu #1*. If Johnson, Kevin S. :fc«fclf Chiswell, David J., Current Opi 
nion in Structural Biology 3:564-571 (1993) *&m<DZt 0 VM&fr<D%tD 
&(DU%y7 — z?7 ! 4X7ls4KRl^&Z.t'tf"e%& 0 Clackson et al., Natur 
e, 352.624-628 (1991)Tl±, ft&<tLfc^X©W!ifr5^S Ltc VMttO 

, Marks et al. , J. Mol. Biol. 222:581-597 (1991), £fc& Griffith et al. 
, EMBOJ. 12:725-734 (\m)KUWL<Dj3ffliC&^T*Wt$fc%^&^ tffX 
KBmffWi 5,565,332 &«fctf 5,573, 905£r#» c to 
[0 114] 

^T&fM^ftffM^llfffr 5,567,610 fe«fctf 5,229,275£#J$©Cfc) 0 
[0 115] 

t: hJri-E r b B 2^*^1998¥6j=l30StCf^^n/c7RBI#g^ 5,772,997 fe- 
ci; 1997^1^ 3 Bfc&BflSnfcWO 97/0027HcEDc^nTV^o 
[0 116] 

(v) ^ifrn- 

Bfmi&fcfclfitt©* tTli«^rLTV^c(M^(f, Mor 
imoto et al . , Journal of Biochemical and Biophysical Methods 24:107-117 
(1992); 33«fctf Brennan et al., Science, 229:81 (1985)£#Hg£>£ £)„ Lfr 

u m^cn^^m^^mm^m^mm^^^xm^m^^^c t^x^ ^> 0 


(50) #^2 0 0 3-5 0 3 3 6 5 

V7Vy?Ls F (a b'hmK%ftmZ&%Z£tfT>Z% (Carter et al., Bio/ 
Technology 10:163-167 0992)) o %(Dm<D77u-?-lC'm\ F(ab') 2 irn- 

X 1 *§IF v$TJn(s c F v)*^5o WO 93/16185; ^S#|^ 5,571,894; 
£tf *B#fF35 5,587,458^#M^o^ 0 tiiftWffrtt, m«ll#fr 5,641, 

[0 117] 
(Vi) rStiFgteJW* 

%>foWT*2bz> 0 mwmtx.xz.mmm'MjiW^ e r b b 2 zy>\>?n.<owz% 

20©xlf]— 7&C|g£U#5o ftHOilCicfcd^Wco^T, EGFR, Er 
b B 3 43 «fc fc« E r b B 4 ©3g-&gPfiifc E r b B 2 tDlS^fi^l^tf 
tri-E r b B 2 filfil$±©3l#&5H\ #iJ*J£T» 

gSf*5HK$l£ fcf . C D 2 3; fcfci: C D 3 ) % fcfc* E r b B 2 ^fggTf 

Lt I g G ( F c R), MfcfcfF cRI(CD6 4X F 
c RIKCD3 2)feJ:tfF c RIIKCD 1 6)£i!g^57-£fci!i'n-e5 C t 
tf-e#5o -fi^Sttm^tiE r b B 2^^-r^»^LT^W»M^ 
^m^5^S/'c46k:ffl^<li:feT*t5o W0 96/16673^ -fitf^tttfi- 
E r b B 2/tri-F c R IIIftifc&lEftS nrfctK ^B^fF^ 5,837,234lCti 
-g#fi'|4#L-E r b B 2/ia-F c RI^fW^^tlTV^o Zlfi#JlttirL 
-ErbB2/F c invito 98/02463lC^SnTV£ o ^Blffril 5,821,337 
-S#M14*rt- E r b B 2/Jtl-C D 3ffi{*tf$*SftT^5 0 
[0 118] 

-$MMO^Ii^S^<(Millstein et al., Nature, 305:537-539 (1983)) 0 


(51) #g2 0 0 3-5 0 3 3 6 5 

lti^\ m<&t ZJjfttfm 93/08829 fc£t>" Traunecker et al . , EMBO J., 10: 
3655-3659 (1991)^^^tlTV^ 0 M%(D7?U-?-icm\ Mfr^^Mtt 

^n^Uy«^3-F-r^DNA^fi^©fil^^^-t#AU, 
^tl^±th^yX7 7-(co-transfer)-r^o jf^Cffll/^n^ 3 

©^U^^ Flfr^^fflS©l:b^^illi , it'^©^SS^^#:tt^^#t-r^o Lfr 
U £j-&fiJl^T'>&< t& 2 00>f°'J^f FIOM^ E£tJ£if*63*SII 

tc 23^L 3 ~D±T(Dt°V ^7°f- Ffl^n- FIB?iJ3:if A"^ CI ttfVZZo 
[0 119] 

0 cKDT^n-^RiWO 94/04690 tcP^^tlTl/^o £ Df¥lfflft~S#^ty5W* 
^f^Jct^CO^Tki:, $J;U£Suresh et al., Methods in Enzymology, 121:21 
0 0 986)£#!$<Dl:£: o 
[0 12 0] 


(52) 0 0 3-5 0 3 3 6 5 

Kmmtm 5,731 ,\mctm^nri^^<Dmmicm\ Wkft^nvw^ 

[0 12 1] 

H\ Zlfi#^'i4JrL^^{l:^S^fflV^Tii^Tt^.o Brennan et al., Science, 
229: 81 (1985) ti. Mim$iW*Z y^^W^mm^m U F(ab') 2 $T 
M-^M-r^^JWI3«$nTt^o l£^;Kvicinal)^*-;V£$££-e 

hD^>y7-h(TNB)S§#mi:^-r^o Fab'-TNBl#ft 

i n$tt^ ^M-fh^^r^y^^rmTLt^cticx-DXF ab'-f- 

[0 12 2] 

' fc^(Dmmz&9, *mmfrt> Fab'-S H$?K-OE^&0«:^CL 

alaby et al., J. Exp. Med., 175:217-225 (1992) icfciu ±t Mt-tt^ffin 
f*F (a b' ) 2 ^tDM^ISH^nTV^ 0 ^n^'ncDF a b'mftlZXMMfr 

£ffM2-e&o concur, ffM^nfcz:M#llf^*ti:W«fiJ^T 


(53) ^2003-503365 

[0 12 3] 

£ mm-m^mmfrwmKitim u «-r s & ten 

Kostelny et al., J. Immunol., 148(5) : 1547-1553 (1992) 0 F o s*5£tf J u 
££ta#0F a b' ^y/^M^3i^bfc 0 CtD^^t^-rv-ttt^^iS 

fc 0 oo^^m^^^vv-^stefe^ijfflT^^o rs;r#xV-(diabo 

dy)j ftffi&Hol linger et al., Proc. Natl. Acad Scl. USA, 90:6444-6448 (19 

£ - K «fc Tf5il rT^ f ^ > ( V l ) \z.m& £ tlfc S£M^ F * << y ( V h ) tffi £ 
n§o fi^T,, l-o©»Tjt<OVHfeJ;tfVt F^Vti* 9 1 ^OSfTK-^fflffiW 
&Vl:Jo£1>'Vh Ft^ytttKi&ZCtX*. 2~D<Dimi&&ffi£*&l&?2> 0 1 
*®Fv(s.F v)^v-©^ffltcj;5-S#Stttrti*»ffr^fig-r5fl6<DX F 
^f^-tiS^nTl/^o Gruber et al., J. Immunol., 152:5368 (1994) £ 

[0 12 4] 

Tutt et al. J. Immunol. 147:60 (1991) 0 
[0 12 5] 

( v i i ) m<D 7 = y ^sa«i£ 

fflW^^IH^-r^m-E r b B 2^ft©7^/&K»^>*#x.5ft5o 

% IA^£>3 ? o K-ErbB2 Kf*07 5 /me^Stttiffi- E r b B 2 Jtl 
^SS^tii^^KtDSgl^AfSC i:tcJ;oT, £fcti^7°f- F-o$£«fc 
otll^n^o 09* <KD < fc'5*c5J(^C«, jft-E r bB 2 f/tf#<D7 ^ /@£ 


(54) #82003-503365 

%mtZ>Ct%mi&lT%o 75/K^Jfcfcffi-E r b B 2 ffi#0ffllR&®Sa@, 
[0 12 6] 

rr^->^s»Mfgj Mffn, cunnm 

gham fecfctf Wells Science, 244:1081-1085 (1989)kliH<S*4T.Tl/^o 

. SW^<D^3:fc«g£I^LT(0!lfcfcf, ffil&m, arg, asp, his, lys 

*5<fctfglu£2X E r b B 2Ja0i:r^yK<DfflS^^^»-r5^S/'cti^ 

[0 12 7] 

75/KIB^JJf A^«, 1 1 0 0£A±(Omm%tiZs*°V^-7^ F 

gtDiBiao r ^ y - j; s a * ;i/#4=- * 7 ^ y im 

S(7)¥-Sfc^^SE?iJrtJfA^-&^n^o *4S*iA00!l£b"n±, N*i^f- 
*-;l/Sg£#5tn;-E r b B 2^#:SfctiW^#l4^U^^ F£Bft£Lfc 
WtltlSo K-ErbB 2irL^?^»SA^^^«, m-E r b B 

2 irt{*oN - $ fc« c -*4S t , mw^m^mm^mm^rmmmmf, 

A D E P TCOttbbO)) £ fcl±# U F £ ©ife^*^* tlSo 

[0 12 8] 

ErbB 2M^?4Hc»^»tca^$n/c^< £ i oor^/ssss* 


(55) #82003-503365 


(56) 


ftg 2003-503365 


Ala (A) 


Atg(R) 


Tab folate 


Ya) 


AM IK 


gin; hi* up, lis; try 


Asp(D) 


Cy»(0 


Bteasn 


sen 4a 


as** 


6ki(Q 


asp 


Ala 


Wa(H) 


astvtfncteam 


leu; vat; mat a!* 


Uu(U 


met its; pha 


Lys(K| 


gfac am 


«9 


tacphKBa 


Huff) 


In; rib B« ah; tp 


Pre (PI 


Ma 


ala 


Sor(S) 


Thr 


Thr 17) 


TrpWW 


TyrffJ 


Vaim 


Sat 


tynpha 


trp;iJhB;thr;iw 
fee tow mai: aha; 


km 


[0 12 9] 


(57) ££2 0 0 3-5 0 3 3 6 5 

(1) : y^u^i/y^ met, ala, val, leu, ile ; 

( 2 ) ffftOi&fiTktt : cys, ser\ thr ; 

(3) ®& : asp, glu ; 

(4) ^3S14 • asn, gin, his, lys, arg ; 

(5) m<oi5mz.mm^mttim • giy, pro ; *s&x$ 

(6) 7}1liK : trp, tyr, phe 0 
[0 13 0] 

Jtl-E r b B 2ffi#<DmW%m£%m&?Z<DKm$L%^&M<Di/X : r'ry 

a Jo 

[0 13 1] 

mcmL^^^f(DmimmwK^ m^wm^, t ml s refits 
l nm £ ftrz^^M&m*^? a -e & 3 3 „ ^ © £ ? & g» Ji^m^i- 

e»^»^S^rStt(M^.«\ ^MW±.)temLT7,?v--y??z> 0 e^^ta 


(58) 0 0 3-5 0 3 3 6 5 

[0 13 2] 

5 ^mw^m.^^ £tm& bv\, #tf#£> f c i osfc&^ntuioT 

#'I4»I4^(ADCC)^WM#§o Caron et al., J. Exp Med. 176.1911-1 
195 (1992):i3«ktfShopes, B. J. Immunol. 148: 2918-2922 (1992) t 
o m^nrcmm^^t^t^^^-iyi^, Wolff et al. Cancer Re 
search 53: 2560-2565 (1993)Kl§HfW><fc 5 t'Nf nrSit^i'J yij-*m 

^ntc^^Tii^nfcli{*^*5J:^ADCCt^^WU#§o Stev 
enson et al. Anti-Cancer Drug Design 3: 219-230 (1989) 0 
[0 13 3] 

fofc<DlhL%¥fflR*mtt'&%rct!>fc, Mz-^mm* 5,739,277lcfe*c©£ 

G#?<9]M¥M#i£it*2-eS I gG#?(0J*.fcf. IgGu IgG*. Ig 
GaSfcfc* I g GOOF ciaoilfh-^Mt^o 
[0 13 4] 


(59) #^2 0 0 3-5 0 3 3 6 5 

(v i i i) ifV3i/Mt$£&fo 

foW%Z<Dmnffim^(DimZftrcim'?:7V3z/Mt?Z> (Jefferis and L 
und, Chem. Immunol. 65:111-128 [1997]; Wright and Morrison, TibTECH 15: 
26-32 [1997]) „ U ><D*>J =f«|ffl!l«l±^>7^®©«^t)^BL ( 

Boyd et al., Mol. Immunol. 32: 1311-1318 [1996]; Wittwe and Howard, Bioc 
hem. 29: 4175-4180 [1990]) , &£mc«t#:"^@0&#lig©#?fcffiSft 

%M\£&!&% J 3-%.WZ> (Hefferis and Lund, ±fH; Wyss and Wagner, Current 
Opin. Biotech. 7: 409-416 [1996]) 0 ^'Jnll^lt ttbtlfzWiZyW 

o 0»J*fcf, nSJZhi/Mt (agalactosylated) IgG^, #U rJfltStfHfc'T 
y$ CH2X^-X^5 r^Uy^j U «N-7-fe^;V^;l/n-9-^y^ 

(Malhotra et al., Nature Med. 1 : 237-243 [1995]) 0 f XmAX* 
-0PH(CHO) »f)ljg^tlftCAMPATH-lH Mfc*^ 

«) ) fre>, ^U3^^—tf^«koT^-y=fSf^s-rsfc, *ff*&*wi: 

mm (CMCL) <D7&%L$L')>ti t £.Vrc (Boyd et al., Mol. Immunol. 32: 131 
1-1318 [1996]) ii\ ;47^-?-tt^Ti/T)\s&*mm\cM : £ 
LTfe DM C L (DWkftlZfr -o Tc 0 3; Tct/iWO) ? U 3 i/Mtltffifo&fctefflMm 
'ft (AD CC) £^»?*£Cfc#^Sftfco 1ft, 0(1, 4)-N-7-t^;V 
^^■^-^h7>X7x7-l!'I II (GnTI I I) Of bW^'J > 
iilklS, (bisecting) G 1 u N A c <D^V 3>7l/ h 7>X7i7~ tf 

c h oaHfla«^#sn/c adc ci£it£*rr s c wi§?nft 

(Umana et al., Mature Biotech. 17: 176-180 [1999]) 0 
[0 13 5] 


(60) #^2 0 0 3-5 0 3 3 6 5 

St-^c^-feU>S/c«Xb^nyic^-r§, ft, N-7-fe^;Wf7*MJ-5 
[0 13 6] 

[0 13 7] 

1 J^±0±te F V YWA^M? Z X 3 £7 5 /SiE^J^M-T 3 c: 
[0 13 8] 

So #l-e r b b 2ttw<D7^ynmmmw*^-Y?%wmfij-iz, 

^fcte^gft^-^H >OJn- E r b B 2 JaffcWJ rip? £ u^f- Fj&fl-ffc ( 
[0 13 9] 


(61) #3? 2003-503365 

ti * (Dm £ & « 5? * f - KBH^J^r^M-r 3 C £ & L S c i: an? # £ 

Wfa%£ LT^X ffl&&!|£* Mx.^lrL#:©|g^tcffl^?,ti^«^^ 

t^masts § c t s ^ , c ©m^o # u n is>ut^z-y<D± 

t^'Ji->3>fflT^§ (mtf Hse et al., J. Biol. Chem. 272: 9 
062-9070 [1997] 0 ?i±«©IIMc2jO*T, ^*C>I1^*£^R#£>^ 

yxisMtKmwtzmmtaz. mmm^ mmm, ^mmm, mm$m. P 
mo)mm(Dmx%rctemmmtfi$£n%> (#8^115,047,335 ; ms, 510,261 

& £ tfH5 , 278 , 299) o ? U n $/;Wk * fc 70 U 3 l/Mt\mf& 

KioT^y/^gji^HS-ptS (fRifx>F^ijaS/^- bfH (End 

o h) ^fflv^) o £<=>^ mmxm^mm^MBmim^^, M*.im%. 

[0 14 0] 

NMR, m y Mfr, HPLC, GPC, Wffl^W, >I3ilf»HL 
*5«fctf H PAEC-PAD (^tlti«mc»^< *y :i«f©#«fc:^p Hl^* 

[0141] 

(v i i i) mts'&m%%'?zmt<D7>f?v—=-yif 


(62) #^2 0 0 3-5 0 3 3 6 5 

[0 14 2] 

mmmmiSE$i-E r b b zm^m^-^tM^ e r b b z-^mm 

-33»)t»£\ mo. 5-3 0 g/mL<Dtfifomm~C\ $J2 0~10 0%, 
$?£L<te|$5 0-1 0 0%mBV%Zo C<D£5%:$ifo*mi£irZrctb, *H 

Lfctf-oT, SK-BR-3», 1 0 %fl&Jl?*>ifii}jf, Vft* % >*5<fc£M 
->"J> XhUfb^^iyy^m^fcF 1 2feJ;t5DMEMigJ&cD 1 : 1 
Wemg-T^o S K-B R-3«*3 5mm»igSm4i^2 0, 0 0 Offll 
JJS-^yU-h-rS (2mL s/3 5mml) 0 flE^fcD 0. 5~3 0 g/mL£> 
ItlE r bB 2%iW*1)K7L%> 0 it« L /cllt^, *?C0 

UL T ER»'»^»T*')>bt§ 0 SK-BR-3««^ 

m 2 o~ i o o %%rcim 5 o~ 1 0 0 %fflwr^iaf*^mpi«tt*if*t lt 

[0 14 3] 

«7 AAD$D&#£ < fc^T^;*ft£llSB#&# (integrity) 
n-rt'fcJtlfcLTgmrSCfcOT^So #£H,^&£«\ BT4 7 4»ffl 
IB?D&2M&n?£5o BT 4 7 4» (American Type 

Culture Collection (Rockville, MD) fr£>A^RTt£) £ 1 0%#M§{hFBS 
(Hyc 1 one) *5 J; 2 m M L - £01/ # 5 > fcffi o >y n If - ^Vl/igifi 

(D-MEM) : Ham's F-l 2 (5 0:5 0) f£-?igg"f3„ (LfctfoT, 
Cl©^ttffif*fe<fct;^X7x^^-ISiIJ3a©^&TT*ff -5) o £<DB T 4 7 
4 10 0x2 OmmJIE^, M^fcD 3 x 1 0° ©&gT?3;£ N — RfcHS^ 

£o ^T*£4 0 CT5jb v f^ 1 2 0 0 r prnTitoU h%?mc a 


(63) #312 0 0 3-5 0 3 3 6 5 

24 ^/Vy7 7- (lOmMHepes, pH7. 4, 14 0 mM NaC 1, 
2. 5mM CaCh) 3mLlClIIU MMIiettDI^ClILT^ 3 5m 
mXM/-t-+t7^1 2x7 57-3.-7 KfttfZ (f-a-TmD lmU 

mmm^rct) 3^3.-7) 0 ^^fa-7tp i a og/mD *Aft% 0 

^■yfMt, FACSCAN7D-^ h^-^-^^FAC SCONVER 
T Wx^hV7h7x7 (Becton Dickinson) ^m^X^t^C tt>^ 

[0 14 4] 

7# h->'X^#-r^Jn:^)iJR'r§/ci6lc, B T 4 7 4 »£ffl^£7* 

+^>is-&^^fijffl-e^^ 0 bt 4 7 4 »&*g«u ±H2m^Tiiiit£ti 

Tl^<£5^H[Hc£<o ^Tig%£B&£U §Tfc&fg»&£fctel 0 g/m 

, m/i%p b s -e^u h u ^v'yuait &iTmmiE^z>o ^vmrnzm 

*i/V V-FT I C) (1 g/mL) £Atl3o tfy^Hi, F AC SCAN 
7D- »M h*—#—$s&Xf¥ A C SCONVERT -fe;^xXhV7h7x 
7 (Becton Dickinson) ^ffl^T^rTS £ £^££ 0 3 y b n-;l/£j:t^T 

[0 14 5] 

7^+^y^^tci)[]^T> B T 4 7 4 ^rfflV^ D N A^fe^^fiJUT^ 

4 7 4»9g/mL HOECHST 3 3 3 4 2 t 3 7 °CT 2 Pf P^-Y y^a 
^— hU MO D F I T LTV7f7x7 (Verity Software House) 

^rffll/^S EPICS ELI TE7n-^h^-^- (Coulter Corporation) 

^3fgt/c«^-n^±) ©7t° b-^xii^^-tyf-^ift (100% 


(64) 2003-503365 

[0 14 6] 

E r b BU^Z-fDV tfy mmt*7uy Z?%ffifa%mfe~?Z>rMz^ 
W\(DE r b B ^^-T$-dT> Cftfc t fcKgfifyDE r b B 
r b B^xP-^U3V-^ffMt^t0^ii-&fl:$nfcm^) E 

h^nfc»^m^^-T>^i^-bU ^T5^;Wt£nfcE r bBU^y 
K£S88"fS<:fctfT?t£o ffi-E r bB2jfiffctfE r bB'NfO-t'J 
>*>£>E r b B l/-tr7^-«fr § 'J ^> F^7n 7 ^ t ^^^Wit § il 

[0 14 7] 

in— E r b B 2StWcd;SMC F 7?LJlM«^-r^,HR GIS^ 
©PA^te, *HW^WT<DHSfliM 1 fcsE«<D J; 9 tc, 2 4 X ;l/7V- 
fc^mofiMC F 7^£ffl^TfT3C£tf-etSo Jft-E r bB 2^/ 

125 

I— 7^;WkrHRG 1 I™ (2 5 pm) fciPiU 'O+a^— 

E r bBb-b7°^--C)U^yKS'l4{b^7D«y^-r^* ! L{*^, <1<D®MK13^X 
, MCF 7lfflM^-r?,HRG|g^ffi^lC||-r^, I Cso $5 0nM£fct±* 
ftOT, «fc D £ t < fcfc 1 0 n M £ fc * tlOT^W-T S f£ 3 5 0 irL^^^DT 
Jt\ 0!l*fcf F a b»r>T-efcSl§£\ CO^lCfctf 3M C F 7fffllSlCfcf-rSH R 

Gje-a-opi^^^-rs i c 5 o 1 o o nMgfc&^nOT* 

[0 14 8] 


(65) W&2 0 0 3-5 0 3 3 6 5 

E r b B^f-D-^U 3^-f£tc£q£1- r b B U"fe7^-<Df-D'»U >K 
it^fu >y >7tZ>%i- E r b B 2ffik<DWl%Wm'?%> d fctf £ 0 MxJ£\ 

>^ / ^ a — jvi^tt ( c nra^ <fc d Wi\mtm ^ ^ t m&itznx^ % 

fc^tSo ErbB lx^^^-Stt^OM^feJ:lfJii^«kS j eoStt0^n 

%rcmm^mx&z> 0 

[0 14 9] 

— OOSgfillCfc^TfcJ:, MC F 7«tC*5tt^p 1 8 Ofn^yj^iltoH 

C F 7»2 4 l )x^l/-h(^WhU E r b B 2 tMt^/^n- 
~f)]s%iW%:&V jiMclmz., MUX 3 Oftm^y*^- h L ; #^T' r H R G 

2nMtU >fy+a^-^8^ 

(g^^Sii &tfx;l/fr£igJfr£!!ft3IU ioo ioSDSlfy 

/;W^y77- (5% SDS, 2 5mM DTT, *5<J;l/2 5mM h'JX-H 
C 1 P H6. 8) £jbqfcT£JS£#ih£#5 ^^l/ (2 5 

I) £4-1 2%<D^7^x^by;V (Novex) ±-Z?*^§cSjU ^XMWfc 

y (1 g/mL) ^/7D-yb:&iiU Mr 1 8 0, 0 0 0T*<Dffi^*S*S 

tt/^y u 7 u^^>xf^> h ^ h u - £ <k T^a-r^ c tf?x%% 0 m 
titznrcmktt, cotftfeKis^x, pisofu^uyiiboHRGiM 

f»b^h'J-}aoTim^ p 1 8 O^o^yJ yg£fb£)H R G ^'M 

utm^o -OOfl&BSKfc^Tyu E r b B \s*7*-<DV ft> FSttft£ 
7ny^5taf*&, £©^C&^T, p 1 8 0 =f-Vi/y U yM{t<DH R GfiJ 
Sl©MftC|l|-rs I C» ^J5 0 nM^fc&^tlOT, J:D^L<ttlOnM 


V 


(66) ft& 2003-503365 

£\ il^tfe^T, p 1 8 Of-n->y>jy^bcDHRG»c7)|5I^c|l5-r^ 
I C» $!^&1$1 0 0 nM£fc&^nOT> <fcD£?£L<&5 0 nMSfcli 

[0 15 0] 

IC Schaefer et al. Oncogene 15: 1385-1394 (1997) £iHIK©«fc 9 £SWt5 
C W£t3o (KDtfc^teLfctfoT, MDA-MB-1 7 5 UMiafctFi- E r b 
B 2t/*n— Tvl/Jitt (1 Og/raL) ^'J^^WW^l/ 

mm&ttm&TF-znzztff&Zo tzt>*%mk~ei*, ttHttHRG tiding 

•fctf^ftTaffi^tefci^T, ty^n- ^vl/fcttM D 5 J: OiSH/^gjgtct? ( 
%P>(/t, ^/^n-^;l4fC{*7 F 3 «k DiS^ggKS"?) MDA- 

MB-1 7 5»*Mfi§T^S/c5 5o 
[0 15 1] 

Jtl-E r bB 2|ri#fc^ MCF 7 S K - B R - 3 »<DM73tC*5V>T, H 

^e/^o-^-;VMf*7 F 3£D8&£fa^ E r bB 2®E r bB 3 WWsffV 
y (heregulin) ft#tt^%^D y H So 

[0 15 2] 

aW0ffif*fc:«fc-s>TSIg££ftSE r b B 2 ±<Dxkf h-flC^t^iKWim 
LTX?V--y?tZ>rMc, mn<D%%£7uvZtiife, fflZ.& Antibodies, 
A Laboratory Manual , Cold Spring Harbor Laboratory, Ed Harlow and David 
Lane (1988) ^iEicW&^T? £ fctfT^So & 5 10gt<(i:I^§^ 
i: LT, M^SfcBEfcKOT&fc: «fc Ti If h -7° "7 >y If i/^£?T -5 d £ T*£ § 
(0U*fcf, fflM^OBll A*5«fctf 1 B£#K€> o 


r 


(67) ^2 0 0 3-5 0 3 3 6 5 

[0 15 3] 
[0 15 4] 

C. ffi-E r b Bffifc-^-Yft>>'7^ K*Il%& 

m-E r bBm^-^-r^v^y-fFM^*^ ms-^tz.^^ %y*y ; 4 y 

OTO^^rSttOfi^M^Llc, fi-Erb Birt^^-f^^v-/^ F 
o m%r^4^yi/y4Y\t, ^J^^*@#l^5,208, mto&Tf*$ffism*±. 

K^ifflsftsffi©^^ u^* 
s v ^ifao ffig-eMEfti* ftfc y >r £ y / -jiTt u ?\ m*. <D*4$y 

[0 15 5] 

, cntC^lJx.«a#n^5,208 I 0203; fc&BtfN^fr^O 425 235 Blfe<fctf 
Chari et al. Cancer Research 52: 127-131 (1992) fczM^SftS ft 
So ji^^ai, ±fef#mcp^£ft3£9&, ^'x;l/7^Fl, f-^x-x/V 
(acid labile groups) , ^f^?— b?#«¥1£g, S 

[0 15 6] 

> ^ 0!l * If N - X * i/ y J % 3 - ( 2 - b° <j vvV *) 7°n tf^x- 
h (SPDP) N X^>>^>7l/-4-(N- K/f^^^n'N^ 


(68) #^2 0 0 3-5 0 3 3 6 5 

y-i—hA/ttz/^-Y, -i^stt^y (it) , -r5Kx^f;i/0-«^ 

>VmmW (tfJfclf^fvVTv^-r-b (adipimidate) HCLK rS14« 

*MM-jL?uyi?r$y) . iy-cvyy^-h &mihv^y 2, 6-y 
^fvyy^-h) , ^^xs^7,-mky^m\t^ wmn, 5-yyMu 

vfvypmaz, y^fry* mftttmrntz, N-^yy^^y^-3- 

(2 —If U y^Z/^^'fu^i'— h (SPDP) (Carlsson et al., Biochem. 

j. 173:723-737 [1978]) is&zfN-T.zyy'fB.yfr- 4-(2-¥v yji^- 
*)^y$/3L~-h (spp) *^$nSo 

[0 15 7] 

4ffi, t Fn^^;l/STfiifP^nfcC- 1 5{i, t FP^^Vg^W-f £ 
c-2 oti-e^^^jifcA^^So »su>n«m cois^^^y 

[0 15 8] 

D. ISHi^iJ 

(Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed. (19 

so)) o mniEftmzmfo, mmmrzimmmu, yy^yY\zh^xu 

; 77,n)],\zymii5&T}*tt-y*^tssmttM ; u&m 


(69) 2003-503365 

UK, K\ ^y-tf b-^A^uU H\ 7x/-;K 7? 

nx^x 7;M^:/£fc&u^&M75/^ ; ^i/n-x, vyy-x 

, s/c^x^xbuy^tJM^ ~mm, ^xmm^m ; edta& 

&M$>sii§i ; -f V U ; &M«£#(0!l*.fcf, Zn-£ 

y?\>?m%£xW) ; fe,J;tf/SfcttTWE E N, P LURON I C SSfctetf U 

(peg) &M2t^>i4WffiS143iJ£$fro $?£Li^ 

is^m-E r b b zw&mu, ^micxo^mmm^a^^ D&^rns 

WO 97/0480UC|2K^nTV^ o 
[0 15 9] 

^'^W-T^ttD^S^o flRlf, E G F Rs ErbB2 (M*-tfE r b B 2± 
^^^xeh-y^a-o-r^Jai*) , ErbB3, ErbB4, ^fc&lfil^l*! 

(vegf) K^tzfofagrcimw-t^zyisy^vm^fazim 
(omt&mz, itmm&m, mmmn.^n. v^v^y. mm (mm) mmm. 

[0 16 0] 

ti-tf^f-y-v-r^p^^-b^cfcu^u- (^w^7^u^-h) t^t^ 


(70) #^2 0 0 3-5 0 3 3 6 5 

vtzifrffiHi Remington's Pharmaceutical Sciences 16th edition, Osol, A. Ed 
.(1980) fcH^SftTVSo 
[0 16 1] 

-h)^fc«^U(e-;l/T;l/3-;l/)) * tfU^^K (^B#l^3,773,919) 

x^l^-tfxjl/T-fe-r-K LUPRON DEPOT (M-^>J3-;l^ 
n 4"° U v-$5 <£ Xfu 4 fu V FT-fef— h n& Sit ^ 9 o X 
7 7 ) 4sJ:tf>i"° U - D - (-) - 3 - n K n4^>BS8&£ £of>M£?lJS- n 

[0 16 2] 

m m z Mm * m t t 5 -r & c £ k £ o t k gfig ? # « 0 

[0 16 3] 

E. M-E r b B 2ffL&-^£y->7-f F^ttTPflLS 

LfcJbV, S-ErbB 2^{*-^^^>->y-f' Fltl^Srffl^T, 

ran-su mmrn, &m®L, ^m^xtf^m^mmt,^n^>o 

[0 16 4] 

(lymphoid malignancies) tf^iiftStf Cfte>£ffi££ft&V\> 


(71) 8^2003-503365 
TO (gastric or stomach cancer) (M^ffi^t?) > Bl®, 

m, ^mmmm, ^-Bwrn^rcit^nm, mmmm, nm (kidney or renai ca 

ncer) , fu±lM> feWuM (vulval cancer) , TOHS^ fftlm, B 
[0 16 5] 

MitE r bB-f&mm*#fr. WW^om-E r b Bjfttt«&fc:*S'&T* 

it, fait E r b B 2 -fggMS^^ £ 5fc * DS? * b < it, E r b B 2 b-fe 
7$-(Dmffl%M*W&£T%MM%:-3tSo JStefcttSE r b B, ^tfE r b 

b 2mtzftm?z>rctbic, m%<Dmm/^mkfemmm%vh%>o 

JBSJC&^TfcJu E r b B Zffl&Smit, 0fl*tf H ERCEPTEST (gSmM 
) (Dako) fcffll/^ I HCfc<£D#fifT5Cfctf-et5o ^77^>l:SI 
^nfcffl^^S^^-tr^^ay^I HCtfc^EttU E r bB2^W 

M 0 ffimit%<Dmtfi&ftmc&&ztiT^z<Dfr'vibZo 

[0 16 6] 

E r b B 2 mM^MMicm 0 Ufcfc* 1 +<DJl3»ti E r b B 2 £Ji 


(72) #^2 0 0 3-5 0 3 3 6 5 

fflmiLT^K^Ct^mtU -7^ 2 + ^.fclt 3 +<DMM& E r b B 2 <7) 

[0 16 7] 

m&thT, %>%>\HZ-ZhK, F I SH^E tfljxif INFORM (Ventana, 
Arizona lC<fc-3TflS^£ftS) SfcliPATHVI S ION (Vysis, Illinois 
) t^'JylE ^Sffi«ffl«lJC*fLTfTl/\ E 

[0 16 8] 

-ooiitcfc^tit e g f r %t$%M~§'%> {■&hmz)mmm.u%z>) 

±j^?s^^tj^-i®, jgsios, mmmm, mm (mmmm^ts) , mm, ?v 
rwmvm. ^nmm, $mm, m, mmm, Bmmm, %m, ±mm, mm 
m, mmumm, ^nwm^tcit^m, wmm, mm, m±mm, mtmm 

(vulval cancer) , fW, fffjffi, JOTJg, B^JS* £5tf&ii®fc<}:tflg0 
[0 16 9] 

jffSl<», #^0ftg&£#&5mc/£SWiE r bB, MfctfE r b 
B 2 3; fete, Zntbtfm&TZE G F R*>/S*SliffllJlS£ £oTftffift:$fU 

ST So 

[0 17 0] 

g££U^E r bB£SiPJ!E^-SM£®Wfc*rSo CO<fc 5 ^ 
^^>7^ FSP^fc^fk^nTV^V^-E r Bin{*TOMMS^tTV^r 

Cfcfc0Tfc3o LfrL&tf^ fimO#^E^^I^{t:M- E r bBjnflre 


(73) 2003-503365 

oT^^fttn^j:i\ manumit. &fcfijfflT#si£#-r-#fr£gSE> 
%mm*mmcMfeT'%%o (im&it) K-Erb b^t^mms^^/c 

[0 17 1] 

tri-E r b BirLft-^^vV-i' KS^tt, KftlOT^ 0»J*.tffMlRF'3i9! 
|£||*k MJgf*k ill^ (intracerobrospinal) , JSTn ISIfJF^. TiilF^ 'SHU 

[0 17 2] 
[0 17 3] 

zKC(D$immnmm'&t;&z> h ercepti ng^s®)) ) ^ 

&£mc||r<DfA-E r b B 2$ifo£rcimfo-'fr&&£fo. m%.\£fflk-*4 
2 yi/SJ F*f (iinti E r b B Mr7°£-OU FS'l4^7n 7 
& (0!) x. fcf 2 C 4 g fc li * O t F fkfc <k tf / $ 7c & 7 7 ^ -r -$ffltf k^fiH*) 
*\ &Sl>tiE r b B 2-»J5gil»©74-°b-^X^^-r?.(^Jx.«\ 7 

C2. 7F3Sfcttfonb{^s#)) -eMii-r^ot^-et^o B'Joiuibt* 

2ffl£fcli*n&±0g£SE r b BUz^- 0»Rfc?E 
r b B2loJ;tfE G F R l/^^^-^IWlCg^t^SM^in, C 
ZIC l»rA-E r b BiTtf*^^^/^ Flt^^ 


(74) ffS? 2003-503365 

[0 17 4] 

%fc, Si-E r b BRfr-^-f ^^v'/^' FI^^ ErbB775U-C 

? (vegf) t^t^Lt^^, t^zyyy^vm^m, %rcm\<v% 

[0 17 5] 

-ooaiajc«v^T«, ^nmvmmiaz, m-E r b b 2jrt{#-^£y^ 

g^^^^O^^-r 71/(7) IflBf^^ty) oii-^Jg^H^-rSo S?£L 
<t XI/ 3; ti 7 ^ h 5 +r ^ * V >$&Mnti ii &£ ft 3 o £ cod; 9 no 

9&{b^3RSII<DlBilife<fcC?iS-^H-att*/'c, Chemotherapy Service Ed., M.C. 
Perry, Williams & Wilkins, Baltimore, MD (1992) lcf2ic£ftT^& 0 
[0 17 6] 

yyft&Ma, wmfz^y? *.y ; m-^nyxf-ny, mw^^uxh 

y (EP 6 16 8 1 2#H&) ; ^fc«m-ry Hnyx i^7;l/^5K* 

gttTVTfc<J:<, ffitf*;l^>fcfcGg8&£&^fc^ ffi-E r bB2jn# (M 
[0 17 7] 

*6©) ^imijs rat i j^±©-9--r h £^ y*m%icmmmt % c t 


(75) $^2003-503365 

[0 17 8] 
[0 17 9] 

TSo ^©^^.fctfSlI&KJiSCT, g/kg~l 5mg/kg ($J 

x.^o. i~2 omg/k g) o^-^-r^>^/>r F^&ftoW£#fc:*fi-s 

LT8J1 g/kg~l 0 Omg/k gSfc« j en^±©IBfflTSt)t#So ifcBS 
/kg©, ^T^M©HJfffl«$2mg/k gOtft-E r b B ZWl-M* 

[0 18 0] 

r . jgpp 


(76) 0 0 3-5 0 3 3 6 5 

JrCE r b B 2|a{*-^£>Wl' FI^T^^o 

&0T&3 O -OCDSIfkl&^-m, 7^;l/£fcte/^^-^WJ», E r b 
B 2*&£?Zffibttt5l&jmte. m^^m^^f^- (EGFRK 
E r b B 2, E r b B 3, fecfct/E r bB 4 5>>IJR£ft3 E r b B 

If^EGFR, ErbB2, E r b B 3 tfcti E r b B 4 frZmtilZtlZ E r 

b b ]y^^~(Dmm^^it^w^tt^^t^B^v^^ct^t^ 

(DrnW^m^ZZttf-Vt, £ClZZ.(DmteE r b B 2 Wz7^-Oll» 
#^L&l^£^^fecDT£-?T£l\ $J*fcf, HERCEPTIN (gg 

*><dx*&z—J5, ^mmm^tD^y^r-^mxmt, m^^r^mfm^ he 

R C E P T I N (lifgf) -eO«lSJCJiS§L^:V>A\ &&W±jSg££U/^ 

tfX*%ZZ£*7F?*><DX&vX&\,\ (a) ErbB2%*g 

E r b B 2^»Milt-^^WO^^|5IST^I|-^*^^^^^ 
->/>T F*g^{#£^mM«^fr^-£>g:3§ ; (b) E r b B 2£*S 

£U E r b B ]s*7#-<DV ft> Vfe&it*?*? ??&%-<Dtm& frltZ 


(77) ftit 2003-503365 

zimmBMik (bwf i) % v>mmmim&. vyfi-mm&zxfT** 

[0 18 1] 
[0 18 2] 

mmm i 

g[- E r b B 2 1 / » P - f 4 D 5 Oil, .fcfffc Hb 

E r bB2C»F^^1tIM^§'7')X^y^o-t«4 
D5^r Fendly et al., Cancer Research 50: 1558 (1990) KtSfflO) & 5 KW£ 
htco fg#fc:«\ Hudziak et al Proc. Natl. Acad. Sci. (USA) 84:7158-7163 
(1987) £f2«Sft£«k5££tfg£ftfcN I H 3T3/HER2-3™ » ( 
1 X 1 o' ErbB2^?/»^S) ^ 2 5mM EDTA^'Jy 

mmm^7i< (pbs) rmiRu Lti»tBALB/c -^^x^mtL 

fco LtD-T^Xt, 0M, 2M, 5M*3&Xf7M<D!$&-eP B S 0. 5mL4»<D 
1 0 ? »£ i . p.S^L/Co " P-^;WtE r b B 2*&1®mtZ$iMm 

(WG A) fitSSftfcE r b B 2§ittl»& i . p.a^Lfco <KOi, E r b B 
2fS^tlO. lmL^i . v.a&U MK^^X^XP-V^^^XS 3- 
A g 8. 6 5 3 tm-SLfco '^y'V F-^±?f^E L I S MS&XfttM&ftM 
?tP$^J:DE r b B 215-8-^11 LTX^U--V^L/co 
[0 18 3] 

^/?P-^;Hn;f*4 D5^t^E r b B 2 xfcT h-7tef£*n;*g£#tfTfc: 
£oT$i/££ftfc (Fendly et al . , Cancer Research 50:1550-1558 (1990)) 0 


(78) 2003-503365 

myt%%.m.t&rctbicp and ex (^iimo xtv-y?^->%m^T, 

(Wofsy et al. Selected Methods in Cellular Immunology, p. 287, Mishel 
and Schiigi (eds.) San Francisco: W.J. Freeman Co. (1980)) »TlO 

^/Zu-tjimtkityMu^y-cvi-tzsT^-h (fitc) tmttit 

bfco M$£Ltt*¥-M(DN I H 3T3/HER2-34oo »b'J^>«l 
, llHrjfrfU 0. 5%^i/ikmr^^y (B S A) fe^tfO. l%NaN 3 
%^*SftP B S 1 . 7 5 X 1 0 6 »/m L t/c D ^rlJg 1 %<D 

7f'^Xi? (IDC, Portland, OR) ^Ox., P AND EX (M&ffiW) 7V 

-vmwmm (clogging) ftmp-ztto a»#ife 201, m^xsm 
m-znrc^y tu~i-)\stfiW2 0 1 uoog/mL—o. ig/mD^p 

AND EX (ggMg) 7V-h*x;Wdin*., fr±"£3 Oftffl'Cy**'*-}* 
bfco 2 0 I ffOF I T C^;l/£tlfct/^P — ^;l^{£0&^frUi6$i6 

AND EX (MSHO tioTaift, ^/*n-^;l/ffi#fci\ ft* 
Wl&W/^n— hn-;Vfc©J£«lz::j3i/>T. 5 0 roSfcfi^ftlX 

, ^/*n-^;l/tjx{*4D5£xifh-7l (E r b B 2 -Ofc^S 
n^^J5 2 9*^*56 2 5£>75/I8iS (IH^i#^ : 3%#gg) ) tfiJD^T 

[0 18 4] 

* p-^-;i/^ 4 d 5 (ommmm^mmmmwimm, sk-br-3 

^m^XWMLfc (Hudziak et al. Molec. Cell. Biol. 9(3): 1165-1172 (1989 
) o W^te, SK-BR-3», 0. 2 5% (vol/vol) HJ 7 

v^fflWT^BtU ^ig«i4x 1 0 S */mLTfILft„ 1 0 0 
I* (4X1 o'sjfflflS) £9 6-)i;m^D»U-ht^-bU CO 

kms^*^, iooi <Dmm<Dfr&rcitt/ *u-i-)]/vm (mm 
mm 5 g/mD *<$ts%m%ix\z. rc 0 1 2 nmk. ^^-h^PBs ( P H7 

. 5) T2^mU ?VX*JWU*lsyh (^/-^O. 5%) T*&fe 


(79) #^2 0 0 3-5 0 3 3 6 5 

U Sugarman et al. Science 230:943-945 (1985) 5 icffittftlWfla 

JgSifc H LT^«f L fco ^/ ? p — f ;Hr[ft 4D5&SK-BR-3 
^51^5 6%PML7Co 
[0 18 5] 

£fc^/*P-fvV*itt4D5*\ M C F 7 «©i»7^ t- h fi*<DM 
r 1 8 0, 0 0 0 \syz/fa<D$y/^M<DHR GfflWfrui/yv yWcW^fflic 
ILT^ILfc (Lewis et al. Cancer Research 56:1457-1465 (1996)) 0 MC 
F 7MMIZ?'<T(D®,%}(DE r b B Mz7*-fc&Srr5 (Lfr LCftfciJ£$&to 
C ^ig^nfe. E r b B 2, E r b B 3, $5&Xf E r b B 

wj^scfca^Brc&So LfrL&tf^ £ne>c«te, m^ns^ 

^H'!4cD»HRG^TOT^^^^ M.18 0, OOOl/^lCfe 
[0 18 6] 

M C F 7 » 2 4 ^ h t ^ I/- b I, E r b B 2 5^/* 

n-^m^^xMcin*., MiBT*3 o^-ry^a^-h t ; r H 
RG 1,77^ ^^x/Wcijp;^ g^Zl^&O. 2nM£U -fy+a^-h 
£8#M^Lfc 0 &*i;l/fr5*g«!l££M$S<®3IU 100 KDSDS^ 
yfA/rtvyr— (5% SDS, 2 5mM D T 1\ 43«ttf2 5mM hVX- 
HC K pH6. 8) ^ftO^.TJSJS*#±S^fco ^VTVl/ (2 5 I) £4 
-1 2%^7^xyh^*;V (Novex) ±-?^8§cI&U ^V^'J^UrV^ 

YmxMwmm^^c mt^t^u^y ug 1 o, ub is 

Ms 1 g/mLT'fflV^5) hfcJgPU Mr 1 8 0, 0 0 0^4ott§ 

«&SJS14^> F«Jt£\ tXMt|g«^n§cfc9^ (Holmes et al. Scienc 
e 256:1205-1210 (1992); Sliwkowski et al. J. Biol. Chem. 269:14661-14665 

(1994)) vyu^^yxT'y^yh^ h'j-iaot£ii/c 0 

[0 18 7] 


(80) 1#^2 0 0 3-5 0 3 3 6 5 

*:y?U—f>imfo4 D 5te N Mr 1 8 0, 0 0 0 K*5tf% H R GM*l4^n 

, Mr l 8 o, ooo \syzste$s^T$y^M(D?-u^yv yWWxoMW&t 

W£&frofc 0 3;fc£(D}ft£M£E G F R (Fendly et al. Cancer Research 50:1 
550-1558 (1990)) , ErbB 3£fc&E r b B 4 ^MSfSL&frofco 
Zu—ffymkA D 5 tenuis yVymit(DH RGMm* 5 0%yuv 51:% tc 

o 

[0 18 8] 

^Htt r H R G 1 ©^Sfcte^&TfcfcttS. ^u—T^mtA D 
5 cDMD A— MB — 1 7 5 fccfctf S K- B R - 3m&tett?ZWmBttft*& 
{ffibfc (Schaefer et al. Oncogene 15:1385-1394 (1997)) 0 MD A— MB — 1 
7 5MM^(DE r b B 2 l/'Wi, iE^L^fflW^B^n^ U^;V«fe 0 4 ~ 
6^<, MD A-MB- 1 7 SUffllfiKfcl^T E r b B 2-E r b B 4 Hz7£ 

-&±«$WK:?-p^vy:/i£{fc;*ft£o tu—rhmbAV sit. ^H14h 

RG©#ffifc«fcOT#ffiT©M^T% MDA-MB-1 7 5»OWii5iPI^ 
t^Wbfco 4 D 5^£3«g^£>ITO&E r b B 2fg8tW;WCflc*rf 5 ( 
Lewis et al. Cancer Immunol. Immunother. 37:255-263 (1993)) 0 SK — BR 

[0 18 9] 

5,82i,337^is«©ifM rmfc^mm?m.m%m iRwtv^xt/^ 

ft4D5^huMAb4D5-8J:W§o CCDtftftte I g G WV^T^S 

o 

[0 19 0] 

HERCEPTIN (MiMi) -DM1 m^fo 


(81) &H2 0 0 3-5 0 3 3 6 5 

1. HERCEPTIN (gm&M) (Q^M 

HERCEPTIN (gmmW (huMAb4D5-8, rhuMAb H 
ER2, 7KS#fFfg5,821,337) (#l#4 4 Om gfc^t? PW7;W ^MES 
;^77-(2 5mMMES, 5 OmM NaC 1, pH5. 6) 5 0mLfc:iS 
MLtco m^^yr-r^mitLk^^ty^iJ^K (Sepharose S, 15c 
mxi. 7 cm) t^y/^n- F Ltc 0 ^t**7A»^777^ (5£ 
^ASM) T^L/co 1 ifflg£2 0 OmM£±tfTH E R 

C E P T I N (S^iSHO fciStHStffco foWZ'Stsyvtri/a y*7~-J]/U 
1 Omg/mLlCffrRU 5 0mm 'jyliJ'JU, 5 OmM NaC K 2m 
M EDTA, pH6. 5 %<gtsrty 7 T—Kfflft Lfc 0 
[0 19 1] 

2. HERCEPTIN (ggEjgg) <DS? Pfjifr 
m^^tl/cHERCEPT I N (mmWd ZN-Xtz/yC^iSfr-A-i 

(spp) ~cmmu v^^y^wm 

XLfco NaC 1 (5 OmM) XS&ZlE D T A (ImM) £rgt? 5 OmM >J> 
i* , J T )A^777- (pH6. 5)44. 7 m L tf*<D$fiifc (3 7 6. Omg, 
8mg/mL) £ S P P (x£/~;V2. 3mL^5. 3^E;l/^*) T'J&ILft 
0 7;Io>1n mUV9 Oftm-fy^^-hLtc^ 3 5mM ^xy|th 
U ^ A, 154 mM NaC K 2mM EDTA T^mitLfc Sephadex G25 £ 

^tfco ^f*0fifffi@jg%±iaoj;3t?iij^L/c:o mmm* (hercept 
in omMW) - spp-py) <o®mz. fcfom^m&zfttmmmm 

2-f*lfJ^>l4. 5*tt53 3 7mg (8 9. 7%)T&o/c 0 
[0 19 2] 

3. HERCEPTIN (g&jgfit) -SPP-Pv£DMl <D&&fo 

®m-$nrzffi* (337. 0 m g , mumm 2 e u 9 . 5 n ^ 

) £r±!E3 5mM ^i>lt h U £ U%v 7 7-, pH6. 5 U £*S 

»Jg2. 5mg/mL£Lfc 0 3. OmM v^f-;V7-fe b 7 ^ F (DMA, it 
HSlt^tl^ 3 % v / v ) 4KDDM 1 (*<Dlfcigtiiai K^-f fcOT'SS) ( 


(82) #^2003-503365 

l. 7^M. 16. l /i^e;K) ^&^W^M%.KM7Ltz 0 £<DJx.fo%7Ji3y 

■r mut 2 ommmft-$#rc 0 herceptin (gamw -dmii^ 

[0 19 3] 

KftM%:2> 5mM ^l^lthy^ 154mM NaCK pH6. 5? 
WffcLfc Sephacryl S300 W^il^A (5. 0cmX90. 0cm, 1. 
77L) tcn-FbfCo $m&5. OmL/^35D> 6577^^>a> (#2 
0. OmL) ZHmLtzo ±g^H°-^«7^^^3>#^4 7£^l4C#£L 
fc (03) „ ^ig&lf-^&^/v-HERCEPT I N <M1MD -DM1 
^r-a-t?o 77^^3>4 4-5 l£7°-;l/U ^bfc 0 2 5 2 nmfeJ:(f2 8 
0 n m<D®.ytmmm U irtf*5H^fc 9 <D)I*SD M l F7>y ?'^CD!&»5£ 
Lfc^cl^ jftft^ii/cD3. 7 F^?^Tfe3££tffrfrofco 
[0 19 4] 

herceptin mmmm) Mj*w^i4£$#-f iih e r- 
}\y%rmLtc 0 mmiz, mt&^mft'mtmvn e u (her2©77 b-*^n 
^T^mmmisT^zH e r 2^M^-SbT*55>-r. ^«iat-w%^H e 

&(D-£%>& (Webster et al., Semin. Cancer Biol. 5: 69-76 [1994]) 0 ^ 
[0 19 5] 


(83) #g 2003-503365 

T^<ffll/^nTl^ (Whitelaw et al., Biochera J. 286:31-39, [1992]) 0 

o »£Li/^n^-£~&v^X?L©i^/l'X (MM TV) <D^4S8«I t) 5g b 
(LTR) fi^^n^-^-TfeSo MM T V LTR7nt-^»T 

[0 19 6] 

(£ 3 L&tftUf, T»H E R 2 EHEL^IH&n Fyfr£Of8!RP^Ol|jg£ 
M^^fc^?), HER2 cDNA^7X5H»Th7^i-7 
^^X^rfMLfc (Mx.f£\ Child et al., J. Biol. Chem. 274: 124335-243 
41 [1991]) o 2 ** : ?4yhXiy*5 , 3iii%!iKm%.. z.tiiz$.rc&MKm 
%-Ztl&&olc$8%<Dl/'<J\/%l&lbZ>l±'f'e$>% (Neuberger and Williams, Nu 
cleic Acids Res. 16: 6713 [1988]; Buchman and Berg, Mol. Cell. Biol. 8: 
4395 [1988]; Brinster et al., Proc. Natl. Acad. Sci. USA 85: 836 [1988] 
) 0 £<W^5^yhn>& Promega N p C I - n e o Rt3Ug3gg'* 

(bp890-l 022) S^OfcOXferpfeo c DN A 3'*JSt±t b 

£ffl^fc 0 MMTV-LTREb*07 0 nt-^-^rfflv^T, lU^c^t^l!*^ 

tA I N 7 6 Afal^l-^-^-x./c: (Reo et al., Breast Cancer Res. and Treatmen 
t 45: 149-158 [1997]) 0 C ^ASHe^T^* ^ F#tHf#£>;2 * KHE^U 
(E?iJ#*f : 1) £0 4£5Vf o 
[0 19 7] 

hvyX^x--y^^^Cji^^|ft%«#rWJ^M7t;^ Taconic (Ge 


(84) ^2 0 0 3-5 0 3 3 6 5 

rmantown, N.Y.) fr£A#"e#So ^< 0#fc#3B^ F V B lllttt V ^7 X 

m^»cd. liiffl^v^t, fttm*MWL\srco v>*rn^orUB6« 

^TC^^^W^JIt^^X^f^C^^-et^o #t^# (founder) ^FVB7^ 
X$fettl2 9/BL6xFVB p 5 3^xng^1^^X h^IH^fco p 

< "Di?>(D F 1 M*l±ii^«ctt T*fcS 0 #!6#«**«FVB<D# , 'Z?&So 
[0 19 8] 

H E R 2 IjagfeftfrlWrSfcftOB&^f^fc LTOHER2 h5^x^ 

3+f8££^Lfc 0 Jdl?f«fJC<l{?nfcHER2!HHjia^K^-r> (ECD) OS£ 
SlJ^U #11. 2ng/mLW«:fcA^ofe (Huang et al., ±12) 0 & 
^T'CV-WXIZ, (litter) £^Lfd£, 5 ^i^Cfc^ TfLJWSrfg 

MP^I^ 3 1 b^ex>bv>Xfti2 2^fe^Tffi^f§>iLfc 0 ^OSiiT 
h <D > 9 5 % iCigiD L /Co ^Ifi^b^fe^ £ o TMMZtltc H E R 2 ffcSttt 

[0 19 9] 

®Jl£*rrSV^X£H E R C E P T I N (HMHI) gfcfct 4 D 5 TmWt 
3 fc, t: MfcH E R C E P T I N (fliSI) &#t-S^Xirtf*fcJu 

ntcfmcommKML, ^liml^/c (05) 0 her2M^ h 


(85) ^2003-50 3 3 6 5 

erceptin (m§mw ^rc^4D5m^KmmLrcmm^^x3 + 

y 3 — H ERCEPTIN (Mffiffiffl IS*^T3^X&;:£|}Lfd£, 
[0 2 0 0] 

H E R 2 (D^Mtt^^o^^^^ffl^^xVVA^H ERCEPTIN (3@i8M3 

) ^jsm^ft^^s-^VT, ^^^y^F DMi tm-sitzftfcH 

ERCEPTIN (fflmffl IH» 3 &CtBfc<D <fc 5 £#r&7 

^H»Lft 0 0 5 te, C ©tf/Vtfc^TH ERCEPTIN (SM^fO - D 

m i m^wmm^irimm^^t^ c £*^-? 0 rituzan wmm 

n-/l/£LTffl^fc 0 ^>bn-;Vm^ RITUZAN (M^HO £J±^T 
HERCEPTIN (&WWd Kft?&fommth,E%fr-3rct)\ HERC 
E P T I N (gSi&g) (DMZyi/S't F^tt©^U^^£ffi14tf#£L 

tco S5jc^?ns<fc9fc. herceptin cm^h) -y-f#^>/-f 

little Lfco ^H«3+bWHER 2£3^LT^5Cfctffrfro;fco 
LfctfoT, HER2 -^^ff>f ^©iKirrSgfttt&frorco CKDM^tcS 
^J^ts S*)©3^X4HERCEPTIN (Siii^) -^^^Vv'/^F 

[0 2 0 1] 

[0202] 

OTO/M'T'y F— ^SBflai*^ American Type Culture Collection, 10801 U 
niversity Boulevard, Manassas, VA 20110-2209, USA (ATCC) K^tfRLfc- 


(86) 


#^2003-503365 


ATCC#§ 


7 C 2 


ATC C HB- 1 2 2 15 


1 996^1 0^1 70 


7 F 3 


ATC C HB- 1 2 2 16 


1 9 9 6^1 OR 1 7 B 


4D 5 


ATCC CRL 1 0 4 6 3 


19 90^ 5^240 


2 C 4 


ATCC HB- 1 2 6 9 7 


1 9 9 9^ 4£ 8 B 


[0 2 0 3] 

3 5 u s c 1 2 2 tzftK-mtz^mmts 8 6 o g 6 3 8 icntzmmm 

m%Wv 3 7 C F R 1 . 1 2%^t$)te'&-3T^z.t>nZ>'<Z<®$fr\&mjfm'gK £ 
[0 2 0 4] 

&w#fwg*sns<:ft5 codicil it, ^wmmmyfMt, m\\ 

IX 9 W fc <0 M: S nfc B £ T% +J" V L fcM Afc «fc D Jh£ * titc 
[0 2 0 5] 

[0 2 0 6] 


(87) ^2 0 0 3-5 0 3 3 6 5 

•hmmziftzt&ftir^v&ft^o nunc ^mmm^umt^^^ctu 

[0 2 0 7] 

m{mmm%rci / mnKttLT*m8®^ft®*mmtz>£ tit. *wmw 

[01] lilt TDM1J mt%*-<2>i'yJ} i <Dn&*^to 
[02] 02&, HE RC E P T I N(SlIi)-DM im-&fc<Dffim* 

[03] 03&, •b77^U;VS 3 0 OVjiyjJl'hU—z/aVfi^&K 
$3lf%>H E R C E P T I N (lifil) -DM1 I^ftOitiliT^So 

[0 4] 04 b^yX^x^^y^v^X^ILBI^^^T^t hUE 
R2(E r bB 2)£D%5l^i;^HE R 2 h^>Xi/->^X^ FHfi»» 
&BE?lJ(SEQ ID NO: i)£jgVr o CVmfclZ, 1 «ffl?fJ£:-a-£?H E R 2 (E r b 
B 2) c DNA^A^IE?'J(SEQ ID NO: 2), & £mtM£ft£ H E R 2 (E r b 
B 2)7^/^@2?'J(SEQ ID NO: 3)^tStl§ 0 SEQ ID NO: 3tDP*3. 1fa2 2~$J 
6 4 511»HER2(E r b B 2 y^&TgtTo 

[0 5] 05&, HER 2 h7>X^i-7»ilM§HERCEP 
T I N(liilI)-DM 1 O^jJU^fo MMT VcD2mm 3 »T>to HER2 h"7 
^M^S^F VB?W OlUaMf* (mammary fat pad)^^ffiLfc 0 
fl! W 2 5 0 mm' izMLft^K^ H E R C E P T I N (MWffiM) -DM1 


(88) #^2 0 0 3-5 0 3 3 6 5 

mg/kgOH E R C E P T I N UfctiR I T U Z A N (gSmM)®^? 

nfr*m^r i mm^rc d 2 siajiMSLfco 

[06] H 6 li, \L MfcffiH E R 2 %m 2 C 4 ©S«RT^«BB5«J^"r 

o 

[0 7] 0 7H\ thfkin:HER2*T;ft2C4©6jSRr^iSffi^J^-r 

o 
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[06] 

10 20 30 40 

2C4 EVQLQQSGPELVKPGTSVKI SCKAS [GPTFTDYTMD] WVKQS 

** ** * * *** * * * 

574 BVQLVESGGGLVQPGGSLRLSCAAS IGFTFTDYTMD] WVRQA 

** * * 

hum III EVQLVBSGG6LVQPGGSLRLSCAAS IGFTFSSYAMS] WVRQA 

50 a 60 70 80 

2C4 HGKSLBWIG t DVNPNSGGS I YNQRFKG ] KASLTVDRSSRIVYM 

* * ** *** * **** * 

574 PGRGLEWVA [DVNPNSGGSIYNQRFKG] RFTLSVDRSKNTLYL 

****** *** **** * * * 

hum III PGRGLEWVA [VISGDGGSTYYADSVKG] R FT I SRDNSKNTLYL 

abc 90 lOOab 110 

2C4 ELRSLTFEDTAVYYCAR [NLGPSFYFDY] WGOGTTLTVSS 

*** ** ** 

574 QMSSLRAEDTAVYYCAR [NLGPSFYFDY] WGQGTLVTVSS 

******** 

hum III QMNSLRAEDTAVYYCAR [GRVGYSLYDY] WGQGTLVTVSS 
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2C4 DTVMTQSHKIMSTSVGDRVSITC [KASQDVSIGVA] WYQQRP 

** •*** * * * 

574 DIQMTQSPSSLSASVGDRVTITC [KASQDVSIGVA] WYQQKP 

hum Kl DIQMTQSPSSLSASVGDRVTITC [RASQSISNYLA] WYQQKP 

50 60 70 80 

2C4 GQSPKLLIY [SASYRYT] GVPDRFTGSGSGTDFTFTI SSVQA 

** * * * * * 

574 GKAPKLLIY [SASYRYT] GVPSRFSGSGSGTDFTLTISSLQP 

* ***** 

hum Kl GKAPKLLIY [AASSLES] GVPSRFSGSGSGTDFTLTISSLQP 

90 100 
2C4 BDLAVYYC [QQYYIYPYT] FGGGTKLEIKRT 

* * * * 

574 BDFATYYC [QQYYIYPYT] FGQGTKVBIKRT 

*** * 

hum Kl BDFATYYC [QQYNSLPWT] FGQGTKVBIKRT 
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